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ti^n/^ be»€. l < asp*** a 

m. t8i&t&&mmmt&. ^strnm. ^fciicRFicfcysi^jgcsnafcix 



Zl*. CH^frttNT-fey ; 
Kli. CR%fcliNT-j»y : 

R 1 !*. Ci- C^TiV^J^. C2~C4T;U-y— JU. C2~ C47JMr— A*. ^PQ 

. -?ji,*a* ->t/» *fci* hy ^^py^ju-efey : 

R2|*R4i-^|c«:or-E-F-t^y. C<7>1§£\ E «fc F fiifea LT C 
R 9 fc«kVCR9a-(?fey : &hl^tR 2 ltR A t-m^Ji^X- A=D-£fcy . 
ZO>ig^ Afc.fctfDfi^H^ifc&L-CCH. CRlO^fcUN-efcy : fcf£U 
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. -A = D-li. £3 % J— JUJ§£»jrr&J:5fc^£T-ElSjLfcCH = N-£/i 

iicR»o=N-T-fcoTtefcs>fci^ ■< s.*fV-)\,&$ : mst*z>& : ii3.l3&-e 

ElS)Lfc-CH = N-*fcl4CR 10 =N-fr-6wtA<T?^ ; &-SlM*R 2 l*R 4 
t-»lcnfoT-A-D-t>5:y. Z(Dt&S. AliNR9T?&y DI*C = OT5fc 

0 X ■< 5 * P > SK-ft? * «*: 5 ttm-C&fo L : 

r3(*. i ~ 4®o>mmm±izt$i*xR*vm.&zixtz7 *-)i>* 

-i~4m<Dmstm±izts^xR 6 X'm^*itztf t ) f j-j^ &tzi* 

1 -3na3S^±ict»^rR 8 ^atft*Hfce'j5v-^-efcy : 

R*fi. Ci~C47;u^u. ry;u. *fctt?a/<ji^jb-cfcy. c©i§^. Ci 
~c 4 r;u*;u*. C3-C6^>^d7;u^u. oh. -or9. -s (o) n R 9 * 

fcIi-C0 2 R 9 t?ffM«l=J:ya«$H: 

R 5 li. &Stm±o>-\ ~4l0eM$$L. &*<D@&&i*ife:!iLTC 1 ~c 1 o 
T^MFJU. C 2 ~Cio7JKr=JU. C 2 ~Cio7JMr— ->U. C3~ C6*>£ pt;u4- 

;u. C4~Cio*>^ p 7 ;Mfju7ju^u. /\p. — ha. yyv, -nr6r7 % 

-OR 7 . -COR 7 . -C (O) NR6r 7 . -C (NOR 9 ) R 7 . £fcl*-S ( 
O) n R 7 tt*wtA<-et, Zfl)^. Ci~C 10 7JU4r;U. c 2 ~ciot;^- 
;U. C2~CioTJU4r— JU. C3— C6*>£ □T;U^r;U*>J:t^C4—Ci0V'5'P7JU 

*;u7;Mr;ute. /no. =.kp. ->7y. -nr 6 r 7 . -or 7 , -cor 7 . - 

C (O) NR6r7 % _s (O) n R 7 . fc«ki;-C (NOR 9 ) R 7 A^?*3CLT)g 

-3eo)SfiiS-e«sa«iCcfcys»**t. 2o<DR5aj«-te-»u:fc 

oT. CR»R9aCR9R9ao. C R^R^C R 9 R 9a C R 9 R 9a . $f:ttCR9=C 
R9ao$^A/-CL^-Ct,«i:< ; 

R 6 fc«feU:R 7 lii4^Lr-?-*V6*ta>ii^lC. H. Ci~C6TJU^U. C3~C6*> 
^P7^k - (CH 2 ) m -7x.—)l, % (CH 2 ) b -at07UH1/ 

•e&y : c+i^-r^Tir-PL^rtti -3<ao)R n -eff^SS?i=«kysgi**tTt^ 
rt«t<. 
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~ c^t>^—)v. C3-C6'>f P7;u*Jk C4~Cio*>^n7 , ;u^-;uT;u^-;u 
. 7i-Jk ^fa7'J-;k - ho, ->t>, -nr 6 r 7 . -or 7 . 

-COR 7 , -C02R 7 > -C (O) NR 5 R 7 , -OC (O) N R^R 7 , -NR 9 
C (O) NR 6 R 7 . -NR&C (O) R 7 , -C (NOR 9 ) R 7 , -S (O) n R 7 
. -NR 9 S02R 7 . -S02NR 6 R 7 rfcy. ZO)t&&. C-[~C$T )\>*)\>*. C 
2 ~C67n^r— JU, C2~C6TJb4r— JU, C3- C6*>* n?m. C4--C10 
->*n7;MrJU7JU*JU» n&Zf?x.-n,llL* /\D, = KD. y?^. -NR 6 
R 7 , -OR 7 , -COR7, -C (O) NR6R 7 , -S (O) n R 7 , -C (NO 
R 9 ) R 7 , -NR 9 S0 2 R 7 * S3^lf-S02NR6R 7 AxC,ifc3tLTS«$*l.-5l 
~ 3§0)ltlS-eeS3«i:j: : fct£LR 3 *<fcT'J v-^tozms 

icii, <pts.< t=t 1 o<DR%*^UJattT?&-&::£>b<3M*T?&y : $?>l=» R 3 
7b^x-juT'fci>ig^i-ii, '>fc< £fc 1 o<DR8ii2Mt»©?x-;ua*1--efc 

ZZtt><&&-Qi>V : 

R 9 fc«ti;R 9a li. H^tcttCi-C4T;U^UT-fey : 

R 10 l±. Ci~C47;u4r;U, AO. -ho, '>7/, — N R 9 R 9a , -ORl2, 
*fcli-S (O) nR^-efcij ; 

RiiiilfitiLT-t+vfHroig^iz, ci~C3T;u^u, ao. zhd. v?y, 

— N R 9 R 9a , -OR 9 , -S (O) n Rl2, -COR 9 , -C0 2 R 9 , -C (O) 
N R 9 R 9a , -NR 9 C (O) R 9a , £fcf*-C (NOR 9 ) R 9a T?fcy : 
Rl2|i % Ci~C4T;U+^T?»y ; 

— ;u> <V*/'j-^. ^x=.;u, -fSy/'J^k f77'Jik -OK'JJU. tf 

p'jyu, ^w/ujk ^<>y^5-;u, '<> , /fi-ik K>«;f7y^k 
'fvt+t'/ujk e^yjyu. hjtvjju. T-h^yj^, -f^'/'j^ 

2. 3-vtKP'<> , /77-Jk Sfcli2. 3-v/tKO'<> 4 ;fir^js 

y : 

nttiilcLT-e-n-e+KDiS^ir. cu 1 ^tcli 2 "Cfc y : -fit 
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Zli. CHffcltNtfcy ; 

Riii. ci~C47;u^ju. C2-C4T;i/>r-;u> C2~C47';u*— ;u, fao 

R2|tR4 < i : -«ICJSor-E-F-t)Sy. ZO>Jg^ Efc«fct/FI±ifea:LTC 
R 9 fc«i:i;CR9a-r?fey ; fe5LMiR2(iR4t-»fCJEtoT-A = D-i:^y. 
^(Dlg^ AtS&XfDltttlZtl&tLLXCH* C RlO£fcl*NT?fc y : tztz L 

„ -a = d-i*. tr ; 5*y-;ua^fi£-r-5«fc53S^r-iBifijLfccH=N-^fc 
iiCRio= N --efe 0 -cii<ct>fet^ ^ 5 *^-.>ua£«£irr<5<fc 

E|SlLf=-CH = N-*fc(3:CR ,0 =N-t-r.5Zi:A<Tf# ; &-&lM±R 2 liR 4 
t-JSlCfcoT-A-D-tfcy. -C73i§^. AI*NR 9 tfcy Df*C = 0-Cfc 





Patent provided by Sughrue Mlon, PLLC - http J/www.sughrue.com 



(6) 



r*i*, ci~C47ju*;u, 7'Jju, ^fcii^D/^u^-efcy, c<oig^. ci 

~C47)U*JU*, C3~C6*>f aTJMrJU. OH, -OR 9 , -S (O) „ r9 ^ 
fcl*-C02R 9 T-ffmS«l=J: y@&£*l : 

OT^MrJl-, C2~Cio7'^^-iU. C2~Cio7'A'*-=JU, C3~ Cgi^ PTVU 
*)U, C4-Ciov^D7';U^r;U7 , ;U^, '\Q, -FCI, ->7/. -NR 6 R 7 
, -OR 7 , -COR 7 , -C (O) NR6R 7 , -C (NOR 9 ) R 7 , ^fcli-S 
(o) n R 7 t-r-SctA<-c§, C<Di§^, Cj-CioTVMrA-, C2~c 10 7;u>r 
— ;U, C2~Cio7';U+— ;U. C3~C6V^ □7'^;Ui3«fcl^C4~Ci0V'f 07 

;u^bT^;n4, aq. zhQ, *>tv, -nr6r 7 , -or 7 , -cor 7 , 

-C (O) NRfiR 7 , -S (O) n R 7 , fc^tf-C (NO R 9 ) Rlfrb&tLLX 

s^sn-s 1 -a^ssiS'effiig^ic^ysa^tt, 2o<7>R5aj«-u-^ 

(C&oT, CR 9 R 9a CR 9 R 9a O, C R^R 9a C R 9 R 9a C R 9 R 9a , SfcttCR 9 
= CR 9a O£#A,-CUTt,«fc< : 

R 6 fc<fci;R 7 (4?43tLr^tf? f ttfl>ig^rc, H, Ci~C6T;u^, C3-C6V 
^P7;^Jk - (CH2) m -^x £fcl4- (CH2) B -^n7'J- ;u 

T'fey •: z*tt>-r^r(co^Tiii ~3®<DR 11 -eMS«fc«tysia$ti.T^ 

T*><fc<, 

R 8 l*itli:LT-t-H-6^<0«^lC, Ci~C67;Mr;U, 02-067^-^, C2 

-cst-Mp— C3~C6*>^a7;u4 i ;b, C4- c 10 ° ? ;Mp jut ;u#;u 

, Af P7'J-^s AD, — KO, y?; , - N R6R 7 , -OR 7 , 

-COR 7 , -CO2R 7 , -C (O) NR 6 R 7 , -OC (O) NR6R 7 , — NR 9 
C (O) NR 6 R 7 , -NR^C (O) R 7 , -C (NOR 9 ) R 7 , -S (O) n R 7 
, -NR 9 S02R 7 , -S02NR 6 R 7 T?fcy. C<D«^, C\~Cs7 )\,*r>\*. C 
2~C%T)\>'T—)\'* Ci~C$T)Hr—l\,* C3~C6*>? PT^*^, C4-C10 
i/>7DT;^UT;U4r^, fc«fctf-7x:=JUi, /NO, rhD. v?;. -NR 6 
R 7 . -OR 7 , -COR 7 , -C (O) NR6r 7 , -S (O) n R 7 , -C (NO 
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R 9 ) R?» -Nr9s02R 7 . te£V-S02NRSR~ l frt>1&tLLTmiR£tl&l 
iri*. 1 o©R8|$>^;uKl*t>T*fc-5zi:3b<^#i?fcy : R 3 

R 9 *>j:i;R 9a i4» H£fciic 1 ~c 4 7<MF-;u-ea&y : 

R^tt. Ci-C47;U^U. AP, -hP. *>7V. -NR^R^ -OR*2 % 

^fcii-s (o) n Ri2-efey : 

_ NR 9 R 9a % - 0 r9. -S (O) n Rl2, -COR 9 , -CO2R 9 , ~C (O) 
N R 9 R 9a , -NR 9 C (O) R 9a . *fcl*-C (NOR 9 ) R**X-t)V : 
Rl2|4, C 1 ~C47;U^UT-fcy : 

^T-nT'J— ;H*» eUvJk tf' J ;v-Jk HJ7i?=JI*. 77-/k 3rV 'J 

x;u, -fv*/U=*. *x:=.^ -f5^/u;u. *-TV l )iU* -OK'JiU, tf 

P'JJU. 'O'/^^-VU. K>'/fl=jk '0 4 /f7!/'J^ 

-f v:frw/»;ju* tf^i/vju. Mjyyjjk f^yu*. 

2. 3-i?tKD'<> , ;77-Jk *f:tt2, 3— yt KP'O^X^Tffc 

y : 

f=f£U 

(1) R 4 A<Ci~C47 , ;U^U-Cfcy. Y*<N"Cfc*li^lCl±. ZliNTr&y : 

(2) R3*C7x=Jlr-Cfcy. Y*<N-Cfcy. Z7i<CHT-&-S*^l=l*. 

it 1 oa>R8rie?>^;uTsy ^fci$-NCH3C (o) cH3mnrfcy : 

(3) Zfe^l/K^CHtfey. R5A<-OR7^&y. r7/><C H2R 11 ^feSS 

(4) YtJ.feTjZ^ttlCNrfey. K*<CH-C?fcy. R3A<^ x =.;UT?fe^S 
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ZI4. CH^fcliN^y : 

r1|4, *^;u-efcy ; 

R 5 (4. Ci~ 4 7JU*JI<-. Ci~ 4 7Jl>=3**>, /\cu 7-k?JU> y/fJI/7 5/ 

KI4. CR5-c?ifetj ; 
Yii. CR2-efcy : 

Ztt. CHgfcliNtfty : 
R 1 tt. -Jt^U-C&y ; 

R2(4R4t-»lC^o-C-A = D-t'5:y« C0>i§^ Afc^ttDli^fl-ettC 
M e ^fcliNffeoT-f S ;ua£fcli h 'J 7 »/— ;HS£»«-r S«fc 5 

^-CiBSlLTLx^Av fc*LM4AliNR9T?fey Df*C = 0-CfcoT-f 5 *Va 

* 1 ~3<a<7>s»ST?ss$*tfc7x^si5«-e&y : tit 
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n- ( i ->f;nfW :7xx;u) -N-x^;u-4- (2- 

<7 a a ?x - 6 ^JU- 2 - t°'J 5v>75> ; 

N- (2-^P^E-4, 6-V?> h+V/7i-JH -N-X^-jl — 4- (2- ( 

N- ( 2 -^D^E- 4 - (1 -Jt?JUX?JU) -N-X^JU-4- ( 

2- (h'J^yi/ta^fJW -6-/fJI,-2-t ,| J5v>75>; 
N — (2-^D : E-4— ^f;i/75/-6-/ h + ">7i-JU) -N-X^JU 
-4- (2- ( h'J7JU^-P>^iW) ?xXJU) -6-/^l/-2-bf«J 5 v> 
75>; 

N — (2-^P^E-4- ( 1 ->^JUX-=FJU))-N-X^U-4- (3- ( h 'J 
^;U^-D jt^^U) T7xXJU) -6-^^l/-2-eU5y>75>; 
N — ( 2 -^P^E- 4. h+v/7i3) -N-X?-JI — 4- (2-<? 

□ P ? x^JU) -6-y^;U-2-tf; 5 y>75> : 

N- [2-^P^E-4- (1-y^JUX^;U) 7ii;H -N-X^;U-4 - ( 
2 -- hD^xxju) -6-^ TA>-2- f'J 5 v>7; > : 
N — (2. 4-v^P : E7i-JW -N-X^>U-4- [2- (h'J7il/tP^ 
^/U) -6->^;i — 2 - tf U £ S?>7 S > ; 

N— (4-7tfJI/-2-?Pt7i-JH — N-Ifil/- 4- [2— ( h 'J ~? 

;U^-P ^ tP;U) ?x— ;u] -6->^;i — 2-fcf'J 5i?>75> : 

N — [2-^P^B-4- (1 -y^jux^u) -N— X5=\M — 4 — ( 

2->7/ - 6->^;U- 2- f'J 5v>7 5> ; 

N — (2-^Pi-4->fJl,ft7i2W -N-X^/l — 4- [2- (h'J 

^;u^-p y t;u) ^xx;u] -6-> 2-fcf U ;y>7;> : 
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N — {2--?a*-4-*T)\'7Ul'fc—Jl>Z>x.—M -N-X5=-;U-4- [2- 
(h'J7/^n>f;i') -6->^U-2-tf' J 5i?>7S > ; 
N- [2-^P^E-4- (1->^;H^U) 7X.—JU] -N-X^U-4- ( 
2. 4. 6- h'J *?MU:7xX;u) -6->^;U-2-tf'J 5v>7S> ; 
N — (2. 4-/7Dt7i=W — N — X^FJU — 4 — ( 2 - > ^UtF*? i — 

N- (2-7at-4- ( 1 ->fJHf^) 7i=W -N— XtF;| — 4- ( 

2- (h'J7^tQ>f;U) ^iXJU) - 6 ->^U- 1 . 3. 5-MJ75?> 
-2-75> : 

N — (4-i?;*3 l M/75y'-2- ( h'J^JU^ay^JU) Z7x.—)V) -N-If 

JU-4- (2- ( h'J-7;U^-P>^-;U) 7i-iH 3. 5- 
h'J7v>-2-75>; 

9- (2-^P : =E-4-'l' V^P n—)\>) - 2 - 5=-;U- 6 - ( 2 — MJ 

N — (2 -^P^- 4 - (1 — j(?jUX?jU) — N-X^JI — 4- ( 

2->?JU7i-^) -6->^^-2-e'J S v>T5> : fcJ:tf 
N — (2-7"Q?-4- ( 1 ^;UX5^JU) 7i3) -N-X^;U-4- ( 
2. 6 — DP7i-JH — 6 — /^JU— 2 — tf'J ;v>7;>„ 
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±^^ju7.mm&. mrnvt* h ux. em. si*®*, l < i*wfitt& 
. ta^a,. mm*, mm. mms&am^mtm.. utmrnm. ^fciicRFick 

&^tiz& y $ m * * l < liteat-r -set a<-e £ *sss<d^s^ t» 

£^-OUX&ifeS. mifli1±*hux. SI^HSt L < liWSI*US 

M%xhi/Xl9I. 8-t*W5, ftgflP«y. 7;u^/\-f 1S«S. 

aijfiii±7. h ux, esbs, swat l < 
. ta^A/. mm. mmm&mmmtm. shhbs. £f=<icRFiz«fc 

tefit-r -5 c: t u:«fc y l < ttffiii-r S ^ t *<-e # s»§a>;SS^&-e 
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±^-f)^mmm. aunt** f-ux, bbss^ nn^t, l < 
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7 'J — ;uas<»: tf7 'J -;u7 5 y ■SMSffcS 

depression). ^SM^S. ^K^tX h &±f»S 
7 'J — JU7 5 > *<■& £ tifc tf 'J 5 v > 33 <fc h 'J 7 5? > * tz It -5 7 9 J — Jlrttf 

■ik a? *ifc 7 '7 o e u i? > «fc if tr y s i? > t . c <o * a <s m * mm *a 
«i#bs. A&mm^tzaubmsm&mtzitomsimM. 

So 

wastiiCRFiii?^) i*» TSt*Hmfr£0> ?y a;u^> (P 

OMC) EbJfc^^TFK^ro^S^Wia^H^-efc-StJ. Rive r S>(D. P 
roc. Nat. Acad. Sci. (USA) 8 0 : 4 8 5 1 ( 1 9 8 3 $0 . 
W. Vale^D), Science 213:1394(1981 *£)]„ TSf* 

a I e £>0>, Rec. Prog. Horm. Res. 39: 245(1983 4E) 
. G. F. K o o b<7), Persp. Behav. Med. 2:39(1985 
^) . E. B. De S o u z a £><D. J. Neurosci. 5:3189(1 

9 8 5$)). fie>Kii^>«<£jB9n. /oa^M*>«t^ftfi%aw#x hu 
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8&i.&£[J. E. BlalockQ. (Phy s i o I og i ca 

I Reviews) 69: 1 (1 9 8 9 *). J. E. Mo r ley©. Li f 
e Sci. 41 : 527(1 987*)]. 

C £ -t*vib©^HHfcJ:tf^S«^(Cfclvc t c R F<B«8l;!><iliJffi£ £ 
*l."Cl*<5>[E. B. De Souza, Hosp. Practice 23:5 
9 (1 98 8*) &&mO>Zflo 

5 F) T?ttC R FSSA^WSl-ral^C. B. Nemeroffto. Scien 
ce 226: 1342(1984 *) . C. M. Bankib. Am. J. Ps 
ychiatry 144:873(1987*), R. D. France?*. B 
i o I . Psychiatry 28:86(1988*). M. Aratoi, 
Biol. Psychiatry 25: 355(1 989*)]. £8t 
mo>m&BLmX*teCR Fg§{*SSA<Ml-«TL. -ft l£C R F#&®$>t- 

<& [ C . B. Nemerof f b, Arch. Gen. Psych i at r 
y 45:577(1 988*)]. *fc. ? O#|C0S#t?l*. CRF (Mfttt 
-5) JC>P]-r-5il|^fit®$ll»^U ; E> (ACTH) (Df5§/><P< ^oTL^Cii< 
®^^Fft'S[P. W. Go I db. Am. J. Psychiatry. 141: 

6 1 9(1 98 4*). F. Holsboerb. (Psych 
oneuroendocrinology) 9:147(1984*). P. W. 
Goldb. NewEng. J. Med. 314:1129(198 6*)]. 7 

*><t KD5ojSlcat>ft-5^e«fC|i^LT^*tU-5{g|»A<X»$n-5[R. 
M. Sapo I sky®, Arch. Gen. Psychiatry 46:1 
04 7(1 98 9*)]„ =8^!a50ilC«fcotCRFU^$^SZi:6<iI 
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5ftfi?Z>U1t&&& : £>lG rigoriadisi. tt>@f3tt£JI5* (Naur 
opsychopharmacology) 2:53 (1989 #) ] s 

^3e§ijS«laa>^i5Hii-c : fccRF(DSigA«sllat^*tTt^-s. crfi* 

X tiLsiLZtlX U&[D. R. Brittonb.Life Sci. 31:3 
63(1 982#). C. W. Berridg efc«fctf A. J. Dunn <D» Re 
gul. Peptides 1 6 : 8 3 ( 1 9 8 6*)]. fl^CDfrS!)'^ *4 A 
If 3£-t<7> C R F SSi*Jgfit14ja Of - fctfA/tt tr/fiKRF (9-4 
1) ^fflLfc^lSK(c«toT. ^fit«5^6<©WI^>-/^74ze>fC^<D f 
ta^3e3l«J a*$3I^EZ-rci:*^liE3F*trL^[C. W. Berridg 
e J. DunnO). Horm. Behav. 21:393(1987 

» ffisfl) W%MWL (Brain Research Reviews) 15: 

7 1 (1 9 9 0*P)]„ *>£Hb^B<)W3S. f*&&0>m3l3$*V&®t*&-£G>W3iO> 
L^-r*ilC<fcoT=fc, Z*t?>0>«Sf-*>«t-6CR F6>H*» l J ICOL>TO)$ ^Jfe-SIiE 
8liA<#(tADit b*U C R F t K> */S?74f e>gi^SSIt <DP B "J(»fflS^fflA<Il:ijE 
SftTL^. ^'V h-eO)=>>-7'J^ hfX r* [K. T. B r i t t o n £>» S# 
318^ (Psychopharmacology) 86:170 (1985 #) 
K. T. Brittont>s Psychopharmacology 94:3 
0 6(1 9 8 8^)] t$<k.TS&&M%L- ! r* h (acoust ic startle 

test) [N . R. Swerdlow^), Psychopharmacol 
ogy 88: 1 4 7 (1 9 8 6^)]©Uf*ltfc^tt, £ 7 

&ff (FG7 1 4 2) A<CRF<Dftfii£Ji8Lfc<Dl::*JL. ^>Vy7-fe*fcf>S 
§{ttSffi&S (Ro 1 5-1 7 8 8) It. 3|-^5>h=3>7'J^ h^XMcasix 
TfTtt3ttO>*'P&£*i-3fc4t. fflS«c#B<jrcCRF<7>ftffl$j3l€$-e-rL^t 
K. T. Br i t t ont>. *S*MSUi^9 4 : 30 6(1 9 8 8«], 
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9-4 1) (DjaaSH^-S^MPfeiCfcoT, CR FfSttfcgtfHMlcO*/ 

l-»l*aSL^[G. F. Koobfc«fctfK. T. Br i t ton, gg??j£M^K* 
JU^E : ft&'l-JT KWSfilte^l/BgKWJSCC o r t i c o t r o p 

in— Releasing Factor :Basic and Clinic 
al Studies of a Neuropeptide). E. B. De 
S o u z a fc«fctf C. B. NemeroffSL CRC Press p221 

(1 9 90^) S#gg<DZt] 0 
A I d r i c h b • >;H7*t) ©PCT tHf& US94/1 1 0 5 0 



±&X'. R 3 I*. 7i-;k t*7i-Jk tf'JSyJk 2-.*^U- 

3-euv-;k 4 - > ^fju- 3 — tf 'J v>— $fcf*e'j 5i?-;ui-T-5zi: 

R1, R2. R4. K, fc«fctfXI*. *3MB3a>t,<Di:l^ 
I* 4 ^Jl,- 3 - tf U 2?=.JIr££$&l*. 

jBW«»*«*iu* >fitaj t l r caste £ m-r <& t «^ $ tix -5 -tote 

a)ft^«!ll4. WO 9 4/1 3 6 7 6*>«fctfW0 9 4/1 3 6 4 3 (Cg§**HT 
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$S6U -€-*Vl=«fcy CRF»»©^$M (anxiogenic) $l£££-(t 

t$*vn&i£m. Ttmi. '&m*hs&x k ux&s. 8±*ms*i;s* 
tLttffltJa^a (i) T-s$nasH£fc<t^fc£iitt-*-*o awaits® 

MttMK*. 'DMfl-ts&x k uxBi. &±jshs* 7;u^/n 

7JUa-;H8BHStt. KttM. ftfittHW. C R Flz£ y 3l#iB 

c t» l < itt£&£:K&is§£#*;;&<cfticififc:n.fcLv crf a 

v*. KtfttHflKg. M. M. t£S. fc,*tf7U;U*-fc£:<Dlfc£14»§ : 

; X hUArc«fcy§l#gC$tv-5SIEW : (f i b r omy a I g i 

a) &£f<D&:£: SgOoojil. JH-xev— K5o* % ?«6te5o#i. 

: flt^KS : jRffittKS : MM : : * h UXI-«fc y 3l#fiC**i 

&M : t Mbft?£4«r JUX£&£ (HIV) CM : 

tttt 
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t%m&m* <?o->m. t«. ti&vm&<< i^xfct*<D^8§M 

DH) : jffiiSS : : H*fll : M*8 : fiJflitt#«««(«S.tf. K3SSM 

<*;Tt<&ftJg«liSJt5? (01*12. XhU*l=*y 31 ^XH/ 
X£«P. 47jBfrttMb(f ibri I I a t • o n). *S«fctf- 

7 MJ lCfclf£>#&-£fc*;/vt::*>lt<&M (shea r i ng) Ahl/XW? 

izfcit-st h-aMftrtasf^ffliiiix huxi=«ky?i#fiz**t*«fiia«) £^ 

bsisl stkttwftfm*. h &-tis«. ttm. t;u^ 

a. a 
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J£AP«gS. t hftgJF±^'f^xSS5j£. thiflittX KUX, flESSS. TOfitt, 51 
B&tlfclV CRF$Jgfifr-i)^^:l=J:yj&«l^m^L<li<£si-r-6Ci:A<-e 



21*, CH^fcliNT?fcy : 
KI4. CR 5 $fcl4N-C^y : 

Rlf±, C\~Ci7)\,*)\s. Ci~C47)\,*r—)W C2~CiT)\'*c—)\'* <?UU 

R2iiR4 < t-^ic^or-E-F-t3S:y. zom-s. Efc^^FiiibltLrc 

R 9 fc«fci;CR9aT?fcy ; &-&l*fiR 2 liR 4 i:-f&l=fc-3-C- A = D- tfc l J , 
^<Dli#. Afc«tl/Dtt-t*t€*tift3tLTCH, CRlO^fcliNtffcy : fcf£L 

E 

l?lUf=-CH = N-*f=(4CR 10 =N-fr^CtA<-t?# ; &-SlM;}:R2teR 4 £ 
-fclCfcoT-A-D-tfcy. CCD*§£» AliNR 9 ffc l JDttC = Ot'feo 
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R*l*. Ci~C4TiU^. T'JiK ^frte^P'^M^U-Cfc U . CKDJ§^. Ci 
~C4TJU4r;Ui, C3~C6V^n7;U4r^» OH. -OR 9 . -S (O) 0 r9 * 

fci±-co 2 R 9 r-ffms«iw«fe ys»$tt ; 

R 5 I±. mSi$fk±0>1 ~4<KDg»&££L. £*a>S&&(«!5:£LTC 1 ~Cio 
7;U*-^. C2~Cio7'JU^— iU. C2~Cio7;i/^— C3~C6">^ P7JU* 

;u. C4~Cio'>^ n 7';u^u7';u^u. /\q, -hp. *>7/. -nr 6 r 7 . 

-OR 7 . -CORl -C (O) NR 6 R 7 . -C (NOR 9 ) R 7 . *frli-S ( 
O) n Rlt-fZ>Cti3<V2. ZO>m&* Cl-Cl07;U*;U, C 2 ~C 1 o7JU'r- 
C2~Cio7;U^r-^. C3~ C6V^ P 7 , .H'*/Ufc«fctfC4~ Cio*>^ 

*;u7;u*;ui. /sn. - Hp. ->7/. -nr6r 7 . -or 7 , -cor 7 . - 

C (O) NR6R 7 . -S (O) n R 7 . fc<fctf-C (NOR 9 ) Rlfrb&tLLXM 

tt$=h-s 1 ~3<so>B«s-c?M>g«(=«fcyg&£*u 2o<DR 5 a$»ii-«ic 

fcoT. CR9R9aCR9R9ao. C R 9 R 9 * C R 9 R 9 *C R 9 R 9 *. *fcl±CR 9 = 

R6fc«fet;R 7 lii!fei£Lr-ett-E : tia)ii^lc. H. Ci~C 6 7;U*)U. C3-C 6 v 
^D7Jl+;k - (CH 2 ),,-7i-)k ^fcl±- (CH 2 ) B -AfP7'J-;U 
: ZKb-r^TlZ-3^TI±1 ~34ifl)R ,1 -effmaiRI=<t:ya»**l'Cl^ 

TfcJ:<. 

R 8 liaaLr-e*t-?*ta>«^l=. Ci~C6Ti^K C2-C67^-^. C2 
~C67JU*— JU. C3~C6V->P7";U*iU. C4~Cio*>'! 7a 7';U^UT;u4--'l' 
. 7i^K '\fa7 l J-;k /\D. — hP. *>7V. -nr6r 7 . -or 7 . 

-COR 7 . -CO2R 7 . -C (O) NR 6 R 7 . -OC (O) NR 6 R 7 . -NR 9 
C (O) NR6R 7 . -NR6C (O) R 7 . -C (NOR 9 ) R 7 . -S (O) n R 7 
. -NR 9 S02R 7 . -SO2N R6R 7 -efcy. C<Di§^. C]~CqT)V^. C 
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2~C67 , JUy— C2~C67;U^r— C3~ C6*>^ D7^. C4-C10 
S^QTJMFJUyjU*^. ftJ:tf?x^jUtt« /\Q. =-h-P. ->7/v -NR 6 
R7. -OR7. -COR\ -C (O) NR6R 7 . -S (O) n R 7 . -C (NO 
R 9) R 7 s -nr9s02R 7 . 33*^-S02NR6R7/,xP ) 3teScLTS«$H-S 1 

1=14. ttlOCDRStt^TFJUJa^TJfeS-^^ffr-efcy : $?>l=. R 3 

a< -7 x^jut? cite. 4>fc< ti> i o<DR8|*gES»a>:?x=.;uism-efc 

R 9 S3<fctfR 9 a|*. H*fcl*Ci~C47iU*^-e*« : 

RlO(i. Ci-C 4 7;U^U. AQ. =.hQ. -NR9RK -OR* 2 , 

£fcl*-S (O) n Rl2-efey : 

_ NR 9 R 9a, _ 0 r9 % -S (O) n R^ -COR 9 . -C0 2 R 9 . -C (O) 
N R 9 R 9a . -NR 9 C (O) R 9a . $fcl*-C (NOR 9 ) R 9a l?&y : 

R 12 f£. ci~c47 , >u^-eajy : 

AfDT'J-JUt. t? 'J vJU. fcf'J sv-Jk t>'J7v-Jk */'J 
:=ju. -fv+yj^k ^x=ju. -esyV'JJk *Tyi))l>* «f>K'J>u. t? 

oy;u. v"J>u. '0 , /77-Jk k>i/^x:=.;u. t>'/f7';'J;k 

-f v*-** % /'jiu. tr^/y^. h , j7 , /'j;k f h^'/u^k -f>y % yvi^ 
y : 

nl4itaLT-E-^n<DS^lc. 0. 1 £fcl£2"C&y ; fLt 
[2] #£LU§SJ£®4$lcfclvr. *SBiBli. SC (I) -C-£$*t&SH3lfc<t6& 
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Yfi, CR2^f=liN-Cfcy ; 

Rl(*. Ci~C47"^^U. C2-C47;b-tr— ;U» C2~C47;Mr— ;k ^dq 

R2|iR4t-«flC«j:or-E-F-i:ncy. ZCDig£. E*5«fet/FI*iiiCLTC 
R 9 fc«fci;CR9a-efcy ; fc.£lM;i:R2|iR4£:-$t(::>Efo-C-A=D-tfcy» 

E|3jLfc-CH = N-$fcl*CRlO=N-t-r*Ci:3!)<-e# ; fc-5tMi R 2 I*R 4 

t— «izjfco-c-A-D-t3&y. AttN R9-c&y DJ4C=0-efc 

oT-f 5 *VP >$JKfiE-rS <fc O Uyj&V&fo L : 

r 3 (4. i ~4@©gl£iim±i=fct^rR 8 -eSSi$ttfz7i-iu. 

1 ~4e<DEaK*irzfc^TR 8 -esa$ttfceye?=-JK ^fcfi 
1 ~ 3 ®o>m8im±izt$^x R 8 T-S»$*tfc tf'js y : 

~C^T)^Mt. C3~C6*>? Q7^*Jk OH, -OR9. -S (O) n R 9 * 
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R 5 f*» mmm±<Di ~4<ia>©&g£su &^coggistt$fe^LTCi~'Cio 

7;Mf-;u. c 2 ~cn)7ju^— C2~cio7n^— ;u. C3~C6*>* o7;i/+ 
ju. C4~ciov?o7;u*>u7/u*;u. /\n. zkq. «>tv . -nr 6 r 7 . 

-OR7, -COR 7 . -C (O) Nr6r7, - C (NOR 9 ) R 7 . *fcl*-S ( 

o) n R7£-f zam-S* ci~cio7JU*fl>. c 2 ~c 1 o7;u*- 

;U. C2~Cio7;U4r— JU. C3~C6*>? 07JMr-;U*i«fctf C4~Ci(T>* D7;U 
*;i/7JU*;Ui. :=.hP. *>7/. — N R§r7» -OR 7 . -COR 7 . - 

C (O) NR6r7 s -S (O) n R 7 » *>«fet;-C (NOR 9 ) R 7 A^a2tLTS 
KZtlh 1 ~ 3l(0llSitSSIjRl:<): 2O(0R5S5^li-|tl= 
fcoT. CR 9 R 9a CR 9 R 9a O. C R 9 R 9a C R 9 R^ a C R 9 R 9a . £fcl*CR 9 = 

CR9ao£#A/-C*lvC*, * < ; 

R 6 *>«ki;R 7 tta3l:LT**t^ f *ta)^lC. H. Ci~C67;U4r^ C 3 ~C 6 *> 

$q7;Mf-;k - (CH2) m --7i-;u. £f=ii- ( c H2) i,-^tp7Uhi- 
•cfcy : dttiD-r^TKoi^-ctii ~3fia>R 11 -e«ms«i~d:yii»3F*vr^ 

RfiiiantLr-ett^coiS^rc. Ci~C67JHr;U. c 2 -c 6 7^>t^;k C2 

~C67JMr— A*. C3~C6*>f P7-Mr;U. C4~ Cw>5 D 7^*^-7 
. 7x=JU. ^fD7U- Jb. /\P. — hD, v7y. - N R 6 R 7 , —OR 7 . 
-COR 7 . -CO2R 7 . -C (O) NR6r7. -OC (O) N R 6 R 7 . -NR 9 
C (O) Nr6r7^ -nr6c (O) R7. -C (NOR 9 ) R 7 . -S (O) n R 
7 . -NR 9 S02R 7 . -S02NR6R 7 -efetJ. C<DJ8£\ Ci~C67;U*^. 
C2-C67;U^r— ^. C2~C67JU^— JU. C3- C&<? P7Jl-^k C4— C1 
0V^Q7;U4r;U7^;U. fe*tf7iz;Hi. /\D. 2hD. »>7y. -NR 6 
R 7 . -OR 7 . -COR 7 . -C (O) NR6R 7 . -S (O) n R 7 . -C (NO 
R 9 ) R 7 . -NR 9 S0 2 r7. *J<fct;-S02NR6R7ANiiatiLTS«$*t* 1 

-aoasifeg-effiegtticj: ysife**. : fc£LR 3 *<ev-;?-ju-efc*ig# 
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R 9 fc<fct;R 9a f*. H*fc(4Ci~C47;^U1?&y : 

£fcii-s (o) n Ri2-efey ; 

R^liaaLT-tfr-PtuDJi^f-, Ci~C37>U*JK /\D. zhO, i/T/. 
— N R 9 R 9a „ -OR 9 , -S (O) n Rl2, -COR 9 . -C0 2 R 9 . -C (O) 

N R 9 R 9a , -NR 9 C (O) R 9a . £fcl*-C (NOR 9 ) R 9a T?fcy ; 

R 12 ii. ci-C47;u^u-efey : 

Af P7'J — ;U*. t'Uv/k f'JSv-ik MJ7S?— JU. 'J 

-jk 4*j*sy=.n,* ^x^;u. -rs*vj;i^ -oK'Jjk tf 

-rvm'/'^k e^'/y^u. hU7'/u;k fh^'/'JJk -oyvu^ 

2. 3-ytKD'<> 4 /77^k Sfctt2. 3-vt KDK>«/f xz^ft 

y : 

niiaitur-tn-fttcDii^ic. o. i *fci*2-efcy : f lt 

fc«U 

(1) R 4 /)<ci~c 4 T^^uT?fey» Y*<N-e&£i§^icte, ziiN-efcy : 

(2) R 3 *<7x=.^fcy, YA«NT?fcy» ZtfCH-efc^ii^fCfi. 
it 1 OCDR 8 lii/>-^^T5y *f=li-NCH3C (O) CH3JslM-rfey ; 

(3) Zfc«fci;KA«CH-Cfcy. R5?!)<-OR 7 -efcy. R^CH^R 11- *?***! 

R^liC02R 9 T?«C< ;f Lt 

(4) YjSXzfZ&tblZNVSyV* Ki<CH-efeU. r3a<7 X x;ut?&-5S 

Rlii^an^fcii^usJ-o-eiiJSriN 

[3] <ky»*L^H!iSSB«lcfcur, ^seSBli* SC (I) -r?S$*t£SHSfc<b 
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zi*. CH£fciiN-e&y : 

r4|±, x*jUT?*y : 

[4] £*ic<fcy#£Lu|g«£S4Iic;fc^-c» sc (i) T-a£*t& 

Ktt. cR5-efcy ; 

Yli. CR2-efey : 

2I*» CH^fcliN-C&y : 

R 2 l*R 4 £-#l::fcoT-A=D-i:fcy. d<D*i^ AfccfctfDIS-t+t-etU 
f=teNT?&£A^ &-5LMiAl*NR9-C?fty DttC = OT?fcoT'f 5 * !/D 

SI ~3®<Da»S7?SMi**Lfc7x^S55i-C'fcy : LT 
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( i ) x-mzti&mmtmtsttoz&m?* ■. 

N- (2-^0*- (1-^f;Hf;i/) -N-X^JU-4- (2- 

^nQ7i-W — 6 — > ^;U— 2 — id') Sv>75> ; 

N- (2-^Qt-4, h + ->^x -JU) -N-X^;U-4- (2- ( 

h'J7^tP>fW -6->f^-2-tf'JSiJ>75>; 
N- (2-^Di-4- (1 ->fJHfW 7i=JU -N-X^U-4- ( 
2- ( hU^JU^Py^U) 7x=jb) - 6 - > ^-ll/- 2 - tf M 5 v >T S > : 
N — 4 - v>5 1 ;U7' 5 V - 6— > h+->7i-W -N-X^U 

-4- (2- (h'J7^tn^fiU) -6->f^-2-f'J 5 V> 

7 = >; 

N — (2-^P^E-4- ( 1 - >f;Hf;i/) ) -N-X^U-4- (3- (h 

U7/l<tD/f^) - 6 ->^;U-2 - tf' J 5v>7S> : 

N — (2-^^-4. 6-v> h*v7i-;W -N-X^JU-4- (2-^7 

PD7i-W -6->f;i/-2-lfJ5y>75>; 

N — [2-^n*-4- (1 -y ^jux^-;u) -n-x^u-4- ( 

2 -— -6->f;u-2-tf'J5i?>75>; 

N— (2. 4-i?^P^37x=.;U) -N-X^U-4- [2- (h'J7JbtP> 

f-M - 6— j*5=ju— 2 - tf'J 5 v>7 = > ; 

N — (4-7-b^;U- 2-7a=E7 3L—)\,) -N -X^Jb- 4 - [2- ( h ' J 3? 
jU=f-p>?JU) 7i-JH -6-^^^U-2 — tf 'J 5 y>75> : 
N — [2-^P ; E-4- (1 ->^;uxtf;u) -N-X^U— 4- ( 

2->7y7i-W -6->^;U- 2-e'J 5y>75> ; 
N- (2-^Pt-4-/fJI/ft7i=;i/) -N-X^jU-4- [2- ( h U 
^JU^-P^^U) -6-*^U— 2-t?'J 5v>7 5> ; 

N — (2-^P J E-4->^F;UX^7t«— n^xXJU) -N-X^;U-4- [2- 
(H'J^JU^-P^^U) 7x-;U] -6->>;i — 2-fcf'J 5v>75^ ; 
N — ( 1 -y^JUX^JU) 7i-JH -N-X^/U— 4- ( 
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2. 4. 6- K 'J>^;U^x ~;U) -6->f^-2-e'J5v>7S>: 

N- (2. 4-i/^D*7i-il<) — N-X^;U-4— ( 2 — > ^JU^Ji-^x — 
;u) - 6 -^^;u- 2-tf 'J 5v^7 5> : 

N- (2-^P ; E-4- (1->f;HfJI/) 7i3) -N-X^;U-4- ( 
2- ( hU7;U3j-Q>^U) 3. 5-H«JTi?> 

- 2 -75 > ; 

N — (4-i?>f;U75/-2- ( h'J^M-P-^JU) 7I-JH -N-X?- 
(2- O-iJ-PiV^ajtT-M 7i-W - 6->^JU- 1 . 3. 5- 
h U7y>-2-75>; 

9- (2-^0^-4 — < V^OfcfJU^x— M -2-*T)U—6— (2-MJ 

N — (2— ^P*-4 — ( 1 -> ^JUX^jU) -7x— JU) -N-X^;U-4- ( 
2-*T)l>y -6-*?-)V-2-tf>) 5 v>7 5> : &<£lf 

N — (2-^0^-4- ( 1 -y^UX^U) 7izW — N— X^JI — 4— ( 
2. 6-v7P07i-;H -6-^fJU-2-lfJ5v>7S>. 

[6] wi3<DmM&miz&^x. *mmt. mm^i^^mus»n^xs 
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Yli. CR2£fc(*N-efey : 
Zfi. CH^frliN-efey : 
Kli, CR5^f c l*NT?fcy : 

Rl|* % Ci — C47JU*JK 02-047;^-^. C2~ C 47 JU*=JU. ^ P D 

R9*5«fcU:CR9a-efcy : &£lM*R 2 l*R 4 £--*tlC#-3-C-A = D-iJS:y. 

AfcJitfDIi^ft^&lELTCH. C R 10 ^fcliNT*^y : fc/£L 

. -a=d-i*. e^*y-^s^^-r*«fc5^5£T-isiaiLfccH=N-*fc 

It C R 1 0= N - T? & o T lifc «P A<. •< S * >/— JUS * «fe O tt&X' 

EALfc-CH = N-£fcl4CRl°=N-i-r*::fc*<-t?£ : fc*lM±R2|*R4 
t-IIIZfco-C-A-D-tfcy. CCDig^. AliNR^fcy DttC = Otffc 

R 8 !*. 1 ~4®(7>Sietig±l=33^TR 8 -eS»$^f=7x^;U. 
1 ~4®0!>Jti&i£±l::fc^TR 8 TS&£;Kt=*:7 : 7^K 

1 ~4®0)Jg^JtlCteUTR 8 T'S&$tvfce'Ji?-^ 

1 ~3<KD^m^±lc*J^TR8-Cil«i$*tfce'J Si?-;UT?fcy : 

r4|*. Ci~c 4 7;Mnu. T'Jju. *fcl*^ay<;u^u-cfey. zo>m&* C1 

~C47^+JHi > C3— C6'>f DTJI/^Jk OH. -OR 8 . -S (O) n R 9 * 

fcii-co2R 9 r'ffSSS?ic«fcysgi$*t : 

R 5 l*. Jteug-tan ~4®a>Slfta££U #«a>«ASi**ft&LTCi~cio 

7;Mr/U. C2~Cio7^^T— ^U. C2~ CioT'JMr^U. C3- C6*>? PTVMr 

C4~Ciov^a7;u^7;^;u. no. - ha. *>7V. -nr 8 r 7 . 

-OR 7 . -COR 7 . -C (O) NR 6 R 7 . -C (NOR 8 ) R 7 . £fc(*-S ( 
O) n R 7 i-r-SCt3!)<-e#. Ci-CioTJl^U. C 2 ~Ci 0 7^- 

C2~CioT^U*-;U. C3~C6->^a7';U^33«i:lXC4~Cio'>^PT;U 
*JU7JU*JMi. MP. -hP. ->7/, -NR6R 7 . -OR 7 . -COR 7 . - 
C (O) NR 8 R 7 . -S (O) n R 7 , 3S<fctf-C (NOR 8 ) ^t^^LXS. 
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§,T. CR 9 R 9a CR 9 R 9a O, CR 9 R 9a CR 9 R 9a CR 9 R 9a , £fcl*CR 9 = 
CR 9a O£#A/TH*-Ct<fc< : 

R 6 *><fet;R 7 lil4^Lr^*t-e ? tva)li^lc. H. Ci~C67;W4ri^ C3~C6*> 
^□TiU^K - (CH 2 ) (CH 2 ) b-'vtDT'J-* 

"Cfcy : Ctt^-r^Tiro^Tttl ~3©«>R"T?ffSS«l=:«fcyS«*tt-C^ 

Tt,«J:<. 

RSliSfejtLT^-H-rtK^li^lC. Ci~C67^;U, 02-067 rt^-JK C 2 

~C6T;u^-^. C3~C6->*n7;Mf^. C4~Ciov*P7 , ;u4r;u7;Mh>u 

, 7iZJk ^fP7UHk '\P, —HP, -NR 6 R 7 . -OR 7 , 

-COR 7 , -CO2R 7 , -C (O) NR6r7. -OC (O) NR 6 R 7 , -NR 9 
C (O) NR^R 7 , -NR6c (O) R 7 , -C (NOR 9 ) R 7 , -S (O) n R 

7 , -NR 9 S0 2 R 7 , -S02NR6R7-efey, ZO)i%-£. Ci~C 6 7;U*^, 

ov^otju^uta^u, n&if?3L-M** ao, -hn, ->ry, -NR 6 

R 7 , -OR 7 , -COR 7 , -C (O) NR6R 7 , -S (O) n R 7 , -C (NO 
R 9 ) R 7 , -NR 9 S02R 7 , fcJ:i;-S02NR6R7ANP,ifetiLTS«**V* 1 

ictt, '>«:< tt 1 0<DR8tt*^JUJSl*-efc*^£*<3M*T?fey : £^>K. R 3 

*<7i-;u-efc-g)«^ici*, 1 oa>R8ii^s»a>^x=.;ujan-efc 

-szt^gMrt-fcy : 

R 9 fc«fctfR 9a i4, H*fci*ci~C47;Hwn?*9 : 

RlOli, Ci~C47JHfJU. /\Q, -KP, *>7V, — N R 9 R 9a , -OR12, 

$fcii-s (o) n Ri2-e&y ; 

R"l«WtLr**l-tnfl!>»*l=. Ci~C37^;U, /\D. -hO, ->7/. 
— N R 9 R 9a , -OR 9 , -S (O) n R 12 « "COR 9 . -C0 2 R 9 , -C (O) 
N R 9 R 9a , -NR 9 C (O) R 9a , £f=l*-C (NOR 9 ) R 9a T?&y : 
R 12 tt. Ci-C4T;U^U"Cfey : 
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-jk -fv*/y=;K ^x=.;u. -fs^VJJk fT'/'J^, -OK'JJK tf 

P'J^U. '<>775-Jk K>>/firjk sOy^-TV*))^ 

-r v vju. \£? % svnr+ b'jyvjju. -rK^yyiu, •< >*"/ujk 
y : 

fi#«faa>IE30>@Mt7Kf!§ia£#*;. r/xoTiMrjuj li. i ojy.-t<D/\n-ir> 
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s.it&-£fyfr*mm temmn&m. £ -c mm* a pa * * vmtottmm&iz&i;* « 

Green efccfctfWu t sfl> f*r«^£C=*>«t*«SS(P rote 
ctive Groups in Organic Synthesis)], J 
ohn Wiley &. S o n s -ol — 3— * ( 1 9 9 1 m te&Zf I* 
"Jf-V : 4«!?(Th e Peptides:Analysis. 

Synthesis. Biology). % 3 3£K Academic Pres 
s, —3.— 3—0 (1981$) {Ci£m£;riTU-& : o<D*'&£;ru C*tt><Dg8* 

it&nt Lx*wm&izia*.&mo)tT2>. %m¥t-v£*a<j)*'<xo>Y*i'& 

JU, 7$ ')JUt$&.lfp— h*X>XJUJh=JI'tt£a>7i'JI'B. 2) '<>J/^t* 
V*;M?XJU (Cb:) fcit/a^^v^^v*^— 1- (p-tf7 
x -;u) -1 -j*^;ux h^->*;u?t5— ;i,fte>i;ic9-7^lx— vu> ?JU** 
*>a;u#=ju (Fmoc) >S:ifa>3r#Btfuu/<>— KM. 3) t --J**,*** 
*;U7t?^;KBo cK x r-^*>*;U7K-;U, v-fV^Dt;^ \>**sl3)\,i£—)\> 

***** * ;u*-;i/fc «k 7 i/^;u^-4- juK=jittt if a>&tt7 ***ii 
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hj > * ju v ^ if© K 'J 7 ju4fju*> 7 >fc «fc 7 ) 7i =ju^3j-* ju?t?— ^ 

IgOJfflCli, ^TtlS, Ro b a r t sfc^tfV el laccio(198 3#K 
The Peptide 5 : 342 — 429 lZ^l^i(Dii<J>tfif<Dl§MT a/i 

& *iftM$47 5 y &a<^3:*u c ©&*!*##*: LT^waasi^sa^iifct© 

fzii. D-7s-/i, tKn+i/'JvX N-Cbz 
ffiaif:7S/K. ;j-JU=.^>. 2. 4-V75/&&. / 
□ N - > ^JUT 5 g§&. i-^^JUT^-l/, 7i^Uv>, £ - 

T7x— JL-^D ij tert-D<->X 4 -7 5 ^ nA+*>JU77- 
N->t^-/;ua-f *», 3. 4-ftKn^aux n. N-y>f^7; 
yyiJ-». N->f^7?/^'J V>. 4-75/ e^'Ji?>-4-*;UJt?> 

6-7sy*^a>s. h^>x-4- (7 = y a^^+>-> 

*;i"K>IL 2-, 3 4- (75/>fiW SmSK. 1-75/v^ 
*9iffl«-e<£ffi-r* rrs/HifSgj tit. K*C3ME*-« 

i=s«©) 7 5/K©g»»$S"*-rs. 

. &*7*F*tzit*zt*\ : m&&&*tzi**<Dm<r>iE7z;&mtti:o>* » 
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T^^Kig^J tit. 1 O0)7 5 ^ 8©* J^v^SiS 2 ©7 5 / 8© 
rmm¥V}l~Vf&'SIi£Kt&l 2C ( I ) 0><b£1&ro&teig£*:l*«gt±i£ 

gHS^(R emington' s Pharmaceutical Sci 
ences). ^17 fig. Mack Publishing Companytt 
. Easton. PA, 198 5. p. 1 4 1 8 \Z^t£M^. 

ffi i= «fc o r*waisicia^jifc a> t -r * . 

1«j(C3S:-i»«fc3^a£'C. ^trractK.fcoTiBSaf-S. ^ah7*^li. fcK 

-r*«fc5t£S05l>-rtv*Mc^LrL^«fed^b^$^'t.% K^ry^Ofll 
icii, * (i) CMb£ifc<D7;ua — ;utfigg*5<fctf7'5>^tEg<*>iraM>, ^rK 

**B^o><b^o) r%m±mitotemj t commit* j£#uKM,a>cRFic*s 
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5feS*tit4. 7 8 8. 1 95 (To r I e y<fe) l=I£16**fC^*<*:5IC, >^ 

;uyh> (i i) v^^;uT5 K2?*^ju7-fe*— ;u-r?«ja-r"5ztir«fcy 
it;yyi-> (ill) icfg&Lfco S : fc.»*L<tt. (i n ^ 8 0°ca* 

ILfc. N. N-y^f;^U7 5K (DM F) ^fcliT'JUa— JM&Sii* 
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) If5/^h> (III) *7'J— JU*fcl*^-r PT'J— )\,97-*>^ (IV 
) £5S&£-&<S4:, SJlS-rStf' J 5 v> (V) ft<*#£:h.fc. fh7tK 
Q77XTHF), v/>fi^A75K(DMF), *fcl*2?> 5^U*JU5Mr*> 
K (DMSO) fc£a>g*:?D hi/testae JMMW" MJ «>A (N a H) Sfctt 
M^AS?-f V3fDe;l/75 K ( L D A) fc£f<D£&-C«13gU StUTH'WtT 

l' r-M-rst, stjc-r-sst (i) ©7;i^nt£i3c«8 (vd a<#«£>*i*:. 



A 2 



NH 

x 

MeOOMe HN NH a 

RS A ft* R"%^NUe 2 ^ IV 



vii 7,11 tm 



r^R* x r^R» 

DC X fc^^ 



-«7 5K (vii) li, i?>^;uT5 K5?**JU7-fe$ — ;u-effilti:i:i: 

«ty, 7^7;y> (VIII) lc|g»-r$C t&X'Z&o (V II) J. 5 

a-rSCtA<g : fc»*Ll^. N. N-y>f;i/*^A7 5K (DM F) 4>*fc(* 
7Jl'3-iHtiSK4't7y^7Sy> (VIII) £7 ')— iUffcli^fQ7'J 
-^^T-S;>tSt6*-t**<t. Ml£t4M)7y> (I X) *<^s>*t£o giL* 
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XZMTfr*Mk't*t* (X) (I) 0Mb£&*<*§ 

Hie. CH, CR2. $fcliNT?^y ; R2(iCi~C47;U4-;K £fcl4 
•>7/f^!6^ ; fe^tM*Y<iS<DR2ttR4t-«tJEfoT-A=D-i:<C-6( 

Pt-li$i^ 3£ (I) aHb^&i*, x*— A 3 izml^x 5 iciss-r ^ c 
#5. 



sctfa>L' *<^PQ, ^n^e. h->;i/, *-»u. £fci* Hj:7U;ufcifa>flftSi& 

T?fc-Sft:^i«J (XI) h^X>. +«>U>$fclii?> h*vX* 

oTCtt£i::|B3£3*tfclv^i;^Att&£. fi&3*-*- MJ »!? A*?g;8L BtK"*" 
MJ^A. ^IHbth'J^A. AIMs/tU^A* gsfcli^-vfc-fei'^AfciftDlg 
S<k<D#«T-c?. 7 ^ -Af fcli^f n 7 'J -^*a >8i?ffilt * i , A (I 
) 0Mb^«ST?3&-&7"J— JHb^fcli^oTU— ;Mb£/£13s (X I I) *<»e»tt 
•5. (XI) '<>-ti>fc<fci;x$y-;K SIM* h M OAfc£f(Dig£1±*S8 
fc. h^+X (hU7i-;i/ta7<» /{7V-)A (0) <DS35Lfc 

wa>Mrz^^«^s^b4«sS (x i) tt. &nx&#iz&ML2Hxi*Z>. 

eU5S?>, 1. 3. 5-h'J7i/>, 8 -7* If:? 'J tS&TST-** 




Pdftfeg 



R 3 B(OH) a 




XII K<^!» 
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> K— )\,&ittemo>mWt* 1^ltiUSW0 9 5 / 1 0506 (Aldriehte 
) l=SK$*tr33y, —?5. tfan [2. 3-d] tf'J £ e?>tg<t&&a>^Ji£l* 
» *#HFttJSB9 4/1 3 6 7 6 (Y. L. Chen) IC. tf^/a [3. 4-d] 
e>JS^>4Mbttfatt. «fttUgl94/1 367 7 (Y. L. C h e n ) l=|2K 
Sft-Cl^-So T'J— ;I/tKP>KI±» rfj|5S^A#-r-5AV N. M i y a u r afc 
A. Suzuki (Chemistry Reviews* 95$. 245 

7 

1 995$) fcJ:oT«l»£HTl^fI>*a):frai-«fcoT^Jjrr-5;ii: 




2. 4 - v<7 d □ - e - > f t' 'j s v>«if©. 2 ooBiSitg £*rr& try 5 
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v> (X I I I) /<7y^AttI©S«T, T'J— JI»*fctt^Q7'J- JU 
7t?a>KT«ffliSLT» ;Mb*tzl*^T-PT'J— Mt\f*J 5i?> (XIV) 



txfcl^U 1tl*meW0 9 5/1 0506 (Aldr ic hftfe) IZUmZtX&IS 
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kit> (J. Hoterocyl ic Chem., 2 7 1393 v» 

1 990^) (ctoxai^^ttri^^^ic, aiaicsijBisA^ffi-r-si^tA^ 

IZ, t? 'J 5 v>g (X I V) &T- t )>&tzMSm&&T*^bl3~J-? 

«J>^*i*. N-7^+/Mb-r^^tCC«fey. St (I) ©<lfc^& (VI) 
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4 5-— hntf 'J 5v> ( J- Cham. Soc. 3832 

><— *?, 1 9 54f : 6 7 7 1 944$) 2O0>fl»«tS 

Z^-f&S-— hOtf'J iv^ (XV) /^^A«&(D#3ET-r?7''J— 
^fctt^T B7'J — JUtfn >KT?«iS-r h T l J —Mfmtzte^T UT'J —}\* 
ittf 1 ) ;v> (XVI) fttft&itfe. THF, i?^4r-9">> MUX>, **>U> 

IfiU7 5X S?-< V^Ptf;UX^Jl/7 5>. ^ftth'J'JAffcliLDA^: 

•ra7"J-^T5>tSlC3?-B--5. l££Lf=<t£& (XVI I) ©-t-Ql*. 
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xxi x), -r^^sc (i) <Ditisifo\zmwiTz>zt&v&z>o 




5-72^ f'J ;v> (XVI I I) S^UhXX^rJU-CfiiS-r^ZtlCty, 
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(XVI I I) tay>, *;u^-;uv-f S^'Z-ik $tcl*KK^x^u 

^t*(Dia^tsjs$ii--st. ?«jy> (xxi) *<^«&n*. (xxi 

) £**vlg<t';>-effl«T-5fc5S (I) (DftS«Jt'fe4 8-^DD^'J> (x 
XII) A<*#t>*U SiLv-C. ^ftfl5»ffT?®ft©^af=J:oT, i?7^7 5 

*y^'J^. *»<fctf8-7JHWbTp:*-?';:/ (XXI I I) \zm&?&Z.£tf-e 

gtggn 

N — ( 1 -> ^jux^;u) -n-x^;i — 4- ( 

/<-hA : h7i; > (7 g) ^U7-fe h75 Kv 

>?-;i>7'-fe$— n> (1 4mL) 0>;1^«!)£ 5^rBia3SEL. ^aiLfcSfCS^Ift^ 
K^-CSJSLfc. SKJS£fcj£1&£. s&IBsiiB (O. 1 mm/1 sot) ic<fey« 
S-T-St. ;*(DSJSI=3te»«:iieS-e&-5Btefea)jK«: (1 0. 2g) tf#b*t7= 
. CKD&ff LT'Mr-9->4>2 0%imx^;Uj6^ 1 0 0%B 

*;u?rxa>Stfe@#£LTx^S,'>r h>4>fSH* (2g) *<*#S>*1*:. 1 HN 
MR (CDC I3) . 300MHz)S7. 5 4 (d d. 1H. J = 7. 7, 1 
. 1Hz). 7. 38 (dd. 1H. J = 7. 7. 1. 1Hz). 7. 29 (d 
t. 1H. J = 7. 3. 1. 1Hz). 7. 16 (dt. 1H. J = 7. 4. 1 
. 1Hz). 5. 22 (s. 1H). 3. 04 (bs, 6H). 2. 67 (s. 
3H) „ 
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/<— KB: 2-> h^rvX^y— ;U (30mL) 4> K Aff^tlfcifll 

1ft (i. 0 9 g ) <fc 2-^0^-4-^ v^ae;u^ir.;i,yT-^>^Kig ( 

1. 17g) tm.Mi- h'J^A (424mg) £0>jg^«3£ 1 9 6*^335 Lfc. 
>fraJLfcSfBjS#1ftSKSlx^;UT?ft«iL. * (2x) *s«J:t;&Jg*T?jfe;*L. 
$a§LTJ£S§$£@S-t»-k. f- 5 0%5»x-5^U£i8Bt)«£ Ltffl 

i?>*|RM**C. %lt LXm**ltz(3 3 7m g). C I 77^9 h;U (M+H) 
+=4 6 2„ 

hC : ^v^JUyUl/TMrV K (9mL) f <D/<— h B"e|§S>ftfc£/$ 
& (320mg) 0>mmz. 1 0 0%*t<bth'J'?A (40mg) ££tf3 — 
Kx*> (0. 3 0 0mL) SttJ^fc. SeiMSl. 5BMMM*U 2fcl^T? 

. M?ffL43 2 0mgA<#t)*tfc o C<D*B£j£&£. )Hb>fU>t>5 0%E 

2 6 0mg)„ CI-HRMS C22H24N3B r 2^ LX0>n&fe(M + H) : 4 
88. 0 3 3 6 9 5„ ISSHS : 4 8 8. 0321 96. 

N — ( 2 -^P^E (1->f^XfJl/7i-;W -N-X^-JU— 4- (2--7D 
□ 7i-W -6-y^U-2-tf 'J 5 v>T5>OIHS 

Mini PJ«<D7J;rC'» *Wk*1fc*BI«Lfc. 5c*#*f«: C 2 2 

H23N3C I B r £ LTCDttjJ{£ : C. 5 9. 4 1 : H. 5. 2 1 : N. 9. 4 
5 6. HfflfiE : C. 5 9. 5 1 ; H. 5. 2 1 : N. 8. 9 7. 

N — (2-7D ; E-4-i/>f;i.7S/-6-> h4r->7i-^) -N-X^U 

-4- (2-?aD7i-;W -6-y^;u-2-e»J 5^>T5>©iHS 

m«i 1 <D£f&totmmo>i5iikX'. aaib**£MLfe.. Mi3i~i3 

2°C 0 7c3t##ffil : C22H24N4OC I B r £ LTOitfltfS : C. 5 5. 53: 
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H. 5. 08 : N. 11. 77.1139®: C. 55. 40;H. 5. 1 7 : N. 
11. 60. 

N — (2-^a^-4. h+v7i-W -N-X^l — 4- (2- ( 

/<-hA: 2, 4-v^an-6->f;Hf'J5v>(3. 26g. Aldr 
i ch). 2- ( HJ ^;U*P/^JU) ?xx;U*P>&(4. 00g). f h7 
4rX (l>'J7i=m70) /t^S^A (O) (5O0mg). IM^ith 
UOATKJSifc (2 2mL) ifc.fctf'O-tZ > (6 0mL) ©i^* 7 B#ISKa3£ L 

^4r-9->S (1:5) £ffll\ fc£JS±J««!ia) v'J * h^7 ? -f — * 

frofc. 7"J-;ue'J £$?>4>m{**<. SfeO>@tti: LTff&tifeO. 3 5 g) 

o 

/<— hB : &*§F«n>X> (8mL) 4»<D/<— h A X'& t>*t7=£j£& (3 0 0m 
g) t2-^Df-4, 6-y> h^*>TXiJ> (275mg) tl 00%7k#t 
^h'J^A (7 5mg) irtDS^^S^PB-JiaSSEUfc. JfrSJ LfcfiSSjS^&l 1 

5S8i$tLTimx^;U/^*-9->g (1:4) SffllV 
&<&v'J*y>U* Q7 h-y^^-f-^fTofc. 7xijy tf'J 5^>*P B *H*A<» & 
mea>aiii:LT#£*tfc(2 5 5m g ). c 1 hu (M+H) + =4 

6 8, 470, 

/<— t-C : fcSv^^UUiMrvK (6mL) *<0/«- hB^b*lfc4fiE 
« (250mg) (7>J8JSIC. 10 0%*Hkth'J9A (40mg) &£tf3 — 
KX*> (0. 2 5 0mL) £A0*.f::. BtM»*3 0»W»U '>S©> 

ajL. **5*fc»aia****-e**L, tt«u I2t-a«t4t. moist* 
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fCfeoTMLfco M<b£-«3*><. ift^Lr^t>*t(1 50mg). w*t£x— -r 

ju-cax— -T-ji'*i&fSA4b£-&ft&Htai 37-1 3 s^roasfeojisa*^* 

llf:(110mg). CI-HRMS C22H22N3O2 F3B r t LT©ttSC{S(M 
+ H) : 49 6. O 8 7 4 80 HaUfil : 4 9 6. 083703. 

ggggis 

2- (MJ7;i/ta>=F;u) ?x=ju) - 6 2 - tf'J ;v>7;>ro 
S*6fi»|4 05±^tl^«a)73i£-e. sait^&sisgiufc. gfejSlOi. 2~ 

10 2. S^Co TtmMftm : C 2 3H23N3F3Br t LTCDttM : C. 5 7. 7 
5 : H. 4. 856:N. 8. 7 8.$11:C, 58. 0 3 ; H. 4. 90: 
N. 8. 73. 

gjgg|6 

N — (2-^Di-4-^f;i/7Sy-6-> h*->7i;jH -n-x^ju 
-4- (2- ( HJ ^;U^-a>^JU) 7i-W -6->^;U-2-tf' J 5 v> 

HJ£#)4a)±figl*it^«)^-c, M-lb^^iaSLfc. a«i57~i5 

8. 5°C. 5c3l»«ffil: C 2 3H240F3Br tL-COJttM: C. 5 4. 23: 
H. 4. 7 59 ; N. 11. 0 0. HSH6 : C. 5 3. 78:H, 4. 74 ;N 
, 10. 75. 

N- (2-^Pi-4- ( 1 - * ^UXtFJU) ) -N-X^JU-4- (3- (K 

'j7^tP>f^) ?x-;u) - 6->^;u-2- tf 1 J 5^>7"S >cDiSSi 

HJ£«4a>±fi£iatS«a)^-C aa<b^«5^iaSaLfc. 5c&#*HS: C 2 3 
H23N3F3B r i L-C<Dft#ffi : C. 5 7. 7 5 : H. 4. 8 5 6 : N. 8. 7 
8. HUffi :C. 58. 01 ;H, 4. 7 1 : N, 8. 76. 
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N— (2 -^D^E- 4 - (1-/^I/Xf-Jl,) -N-X^U-4- ( 

4- (K'j7;UtP>f;l-) 7i-iM -6->^U-2-tf'J 5i?>75>© 
S9S 

Hi£0«4<D±j*1&i:im$a>^i£T?. Mrt:£«!i£i98L*:. 5c&«-*r<S : C2 
3H23N3F3Bri:Lra)ttSI:C. 5 7. 7 5 : H. 4. 8 5 6 : N. 
8. 7 8 0 Sgaid : C. 57. 6 6 : H. 4. 7 8 : N. 8. 68. 

N- (2-3fD^-4- ( 1 ->^iHf JU) ?x^;U) _ N _x^U-4- ( 

|gJ£m<D±j£&£^«0!>^;re. SS<b£«5$fSSLfc. 5c^»«ffil : C22 
H23N3FB r tLTOtt^fil: C. 6 1. 6 9 : H. 5. 41 ;N. 9. 8 1 
9„HSHg:C, 61. 56;H. 5. 1 2 : N. 9. 7 3. 

N- (2-^P^E-4. 6- V> h+v7i-JU) -N-X?JU-4- (2-? 
a D7i-W -6->*JI — 2-bf' J 5 v>7 5>a>i93i 

/<-hA : I-fiH OmL(t'<!)2-7P : t-4, 6 —is* h*">7- M > ( 
1. 16g) <D5§jRl-» 1 NODHC I /I-f ^6mL*Mfc. 3tM&*<±j£L 
. i1£&£jSf6$£@L7=o dOlftW^/^KZOmL). *(20mL). *S 
J:tfy7t5K(67 3mg)51IDjl, 5fc&£9 OttBSJJfflg&azSLfc. 4M H 
C I /i?t^> (2m L) ej:tf*>7t5 K (6 7 3mg) 2^1*0 
S»jS35Lfc. 1 M0> p H 7|gffij« (1 OOmL) 

J:tfx-7^U (1 OOmL) iC^Lfc. S*»8IL, 7KJl£x— fJH?2B ( 
OOmL) Ifc^Lfc. Sfcfcffite^MJ^AT-TkS^pHfcl 31=11 
§U Sit * 3 @ (HftHOOmL) ttttJL. d*t££*>-t*-C2H8 

»@-r-5t. (2-?Q^E-4. 6-v> K4rv7x-JW y7-i?>^&*lfc( 
1 . 3 3 g). 
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»H-NMR (CDC 1 ,. 300MHz). 66. 80 (d. 1H. J 
= 2. 9Hz). 6. 53 (d. 1H. J = 2. 6Hz). 4. 62 C/d-Ks. 
4H). 3. 8 5 (s. 6H). 

£fc£iSgLfc. 5u3HMfr<S: C21H21N3O2C I B r i: LTOttSffi : C. 5 
4. 50;H. 4. 57;N, 9. 08;CI. 7. 6 6 a USUI : C . 54. 
21 :H, 4. 65; N, 8. 8 2; CI. 7. 95. 

ggssan 1 

n — [2-^p=e-4- d->f;nf;i.) 7x-;u] -N-x^;u-4- ( 

H23N4O2B r £ LTOftSTfl : C. 58. 03 ; H. 5. 09;N. 12. 3 
0:Br. 17. 5 5 „ H3Bffl : C . 57. 99;H. 5. 0 6 ; N. 12. 1 
7 ; B r . 17. 45. 

gaggn 2 

n- [2-^d^e-4- (1 -jc**x?jio 7i-;H -n-x^;u-4- ( 
fSSSflli i<D£j£ifc(7 7 8m g K ;K4 0. 5mi_K Pit (13. 

5mL) fcj:tf»t& (3 8 2mg) £J)0SiS35U 6 ^«l«tWI-«# Lf=. * 
t.lc»t» (1. 15g) £Jffl*.. fij£to£3£(::2B*ra7JD&a&L*:SL #JllL 

2 0 0mL) (1 OOmL) W*L. -fe^-f h£iSLTatfiL 

l:^fc(7 5 4mg). »8t58tt L-C»Kx^JU/^*-y-> (1:9) 
CCDJOWi/'jayn^P - ? h^77-f- £frofc. Rfi?5<^o7=SfeG>EH*±: L 
TSa<k^«BA<^t>4xfc(5 2 6mg). CI-HRMS C22H26N4B r i: L 
TtDttSffi (M+H) + : 42 5. 1 3 4 O 8 3 . USHil : 4 2 5 . 1 31 85 
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o. 

gsggn 3 

N — [2-^p^-4- ( 1 ->^;ux^;u) "7x-;u] -n-x^;u-4- ( 

2->f;U75> 37x~;U) - 6 ->^JU-2- tf 'J iV>7S Sfctfctf 
N — [2-^P*-4- (1->^Hf;U) 37x— ;U] -N-X^;i — 4- ( 

§116041 2-e*§e,*lfc:£j£B3(2 8 8mg), T"b K-h'jJKaOmL). 1&M 
9**M1 28mg). *><fc^K-M-'J^A (1 1 4m g) £ 4 B*RSlttl8fciS35 
Lfco fiJ£4fc££StL. £<ty^U> (20mL) *S<fctf7K (20ml_> KiSA* 
Ltzo ®£#8iU *f^t>f i l/> (2 0mL) "eff tftttH L*= 0 ^trt* 

fcusifssjtu sas-r-st. nfe(Dja*<#e»*v(2 9 7mg), rax^u/ 

^4r-y-> (1 : 9) ^U^WQ? Hf57<f — £fr5 N — [2 

-^□^-4- ( 1 ->f JHf Jl/) 7 3L—)\,~\ -N-X^;U-4- (2 -> ^ 
^7 5^1-W -6-^f;U-2-e'J55>75> (61mg) *>«*:tfN 

- [2-^0^-4- (1 -*=f-)\,X.=f-M 7I-J1/] — N-X^JI — 4- (2 
-yyfJl/75/71^) -6-*^;i/-2-tf' J 5 v>7 5 > ( 5 5m g) 
*<ff&4lfe. CI-HRMS C23H28N4B r tLrOti-M (M+H) + : 4 
39. 1 4 9 7 3 3. £M : 4 3 9. 1 481 38. (N- [2-70^-4 

- ( 1 JHfW 7i-/H -N-X^J! — 4— (2->f^75/7i 
=JU) -6->^-2-e i J5v>75». CI-HRMS C24H30N4B 
r t LXOfiMM (M+H) + : 453. 1 65383. H38I: 453. 1 6 

3 184. (n — [2-^n^-4- ( 1 -y+;bx^;i,) 71^] -n-x 
5^U-4- (2-i?/fJl,75y7i-iW -6-*^U-2-tf' J 5v>75 

ggggjj 5 

N — (2. 4-/7D17I-JH -N-X^;i — 4- [2- {h*)?H>1tn* 

*;u) 7I--IU] -6-^f;u-2-e'J5v>75>©ia 
fgJSflM <&£j£&£IIl«tf>73;re, M<t£fc£S388Lf:o CI-HRMS 
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C20H17N3F3B r 2t LTO>#tgfiI (M+H) + :51 3. 974 1 30.S 
H : 51 3. 972790. 

gjfign 6 

N — (4 -T'ir^JU- 2 -^P^^x-JW -N-X^JU-4- [2- (h'J7 

50)£f£«l(5 1 5mg). ~lg<bt*X (KU7i —ilsJfc*. <f » P 
d (I I) (19mgK JSitfT h7*Z ( h'J7i-;U7^X7-f » Pd (0 
) (2 7mg) **J*7 9X3*-C»tf. »SLt. SfC/?-vU:(3 x)„ 

HggK^X> (2. 5m L) fcflljU fifSLt. I*T?/<-iJLfc(2 x)„ 1- 
I h^v t*-^ h 'J - n - (0. 41mL) i#SLT\ 

T?A-$?L(1 x). 1 8B#r B 1JQf&i§35Lfco Lt=. x-tJU ( 

1 5m L) o3<fctfl (*»£) £/in*.T 1 SftMlfitL. 

&L-a§£ftf&Ltz B x— T-;ug$MgS04-eSE«LTSISS£@-ri>t> 
<b£& (257mg) A<^t>*tfc. CI-HRMS C22H20N3O F 3 B r t L 
TOTff-gffi (M+H) + : 4 7 8. 074 1 83. USUI: 47 8. 07 22 1 
8. 

n«5sn 7 

N — [2-^P J E-4- ( 1 ->^JUX^JU) ^xx;u] -N-X^JU-4- ( 
3-3'JyW - 6 T^U- 2 - tf 'J 5i?>75><Dl9S 

llJSWi o>±j3ti«jiH«a)^-c-. aa^t^SiBSLfco CI-HRMS 

C24H30N4B r t LrtDH-S:® (M+H) + : 453. 165383. SSfflffi : 
45 3. 16425 5. 

gjggM 8 

n — [2-^0^-4- (i-^^nf;w 7i-jH -n-x^;u-4- ( 

2-v?;7i-W -6-y^^-2-e«J 5i?>7 5>0)i9S 

HJ£fifl10!)^iai:H»<7>^a£-e. M<b^13s£ilSLfc. CI-HRMS 
C23H24N4B r <t LX&ttW®. (M+H>+ : 4 3 5. 118433. : 
4 3 5.1 1 9074. 
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ggSgjJ 9 

N — [2-^D*-4- ( 1 -^f;Hf^) 7xXJU] -N-If^-4- ( 
2— r h5'/B7l-iH -6->^;l — 2-fcf'J Sv>7£>CDI§S 

§81£0>I1 8-e^C>nfc4JK«S(1 3 1 mg). Jg<bMJ>^JUXX(1 50mg) 
* Tyftth'J^AfSOmg). *S«fctf MUX> (2m L) $1 8 B*F3)JH8J33S 
Lfco £l£&£3M6$£@U Jglb^U^ (1 OmL) fe^tf* (1 OmL) 1= 

mfrLxm&Ltz. m®mz&m&®Ltz. tmx.**/**-** (2 : 5) * 

t>. IfSxfjk $t>i=y^/— jL/ttfcji?is> (1 : i 9) £ffltv SfilS 
^©y'J*^B7t.y77^-J}T5i:, SSIbM (5 0mg) 
£>tltz B C I -HRMS C23H25N78IB r tLT<DftSCfit (M+H) + : 48 
O. 1 334 34. $11: 4 8 0. 1 3 1 722. 

m$zm 2 0 

n — [2--?n^-4- (1 ->tPjux^u) 7i-;H -n-x-?;i — 4- ( 

2-*^U^*>-7i-iU) -6-> — 2-tf'J = V>>7£ >CDiHS3 

HJififfill 8 7f^^:$^ (7 5mg) fc«fci;SHCI (*J8SBE) (5mL) 
$1 8 8*raAflf»33SEU SJ8&@Lfc. J8Kfc*LT8lFl8x*;u(2 0%~8 0 

-f-£Sof=. ±j£Bs£S*S§-T-S±:, lfcjg2 0 9~2 1 0°CG>SSft;£«! (1 
2. 1 mg) *<ft C I -MS (M+H) + , 456. 2. 100%. 

fgfi£fll2 1 

N — (2-^D€-4-/fil/ft7i-W -N-X^U-4- [2- ( h U 

|g*£««1 5-e#^fc±*ft(4 5 0mg). i/^fJl/X^+yKd 2m L) 
. T-h^4rX ( MJ 7HMX7< » Pd (0) (4 0mg). fc«fctf-** h U 
<7A^** h*i/K (6 Img) 8B#faJlH8H33!iLfc. £JS85£3frSPL. 5t 
frU »gXf;i, (1 OOmL) JScfci;* (1 OOmL) IBltCttBBS-frfco 

*y^D7^77-f-$fT7i:. 8S<t£& (9 0mg) V&btltz. CI 
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H RMS C21H20N3F3SB r £ LT<7>ttgfiI (M+H) + : 482. 051 
340. HD1: 482. 051 434. 

n — (2-:?n*-4-.>*^;u;uu*x -N-XfJI — 4- [2- 
(MJ7;i,tn^f;i/) 7i-ji] -6-y^;i — 2-tf'J = >£>I9S 

§gflS03 2 1 -eft&*lfc£j£fe(7 5mgK 8 5 %m-* Q oaSe&§K(6 3 
mgh fcJcl/^b^^L/^ (ImL) fISt18BPa^U 1M 
SfUM-t K'J^A (*»?£) (lmL)t-7l>fU:. g^fc£t§lt.* U> ( 
1 OmL) t$£VffiQmBi&±h t }'5J* (*»£) (1 OmL)f81fC#E$-t** W 

&J§££i83£@Lfco LTlHfcx^u/'v*-*:/ (1 : 1) fi 

£fi£8ja>->'J*y;U^Q-7 h^^-f— $ff-5 M<t^«3 (6 0mg) 
f>*tfco CI-HRMS C21H20N3O2F3SB r t LrOJttSfil (M+H) + 
-.5 1 4. 04 1 1 70. Hi)I:51 4. 043 1 97. 

ggggl2_3 

N — ( 2-yn=E-A. 6 hJri>7i— ;U) -N-X^^U-4- (2-> 

h4rv^x-;U) -6-J«^;U-2-tf»J 5 v>7S>G>IBS 

/?-hA:7-VHK2. 16g), n -^^U'J ^-5Ae^r"tf->4> 2 . 5 
M. 4. OmL). *S«J:t;$£*§X— tJK4. 0 m L) 1 8 B»|RHJHt Lfc 

e X— t-^U (5mL) fc^D^r h7tKD77> (5m L) £7jnx.T2-* h^r 
•>7z-^'Jf7A©0. 4 7MJS58E (2 1 . 12mL) i L. Z.(D5*>0. 4 
7mL?. 5£«X— x^U (3 7 m L ) iC&frLfc 2 Q □ - 4 - *>Utf 'J 5 
i?>(0. 7 1 g, Strekowski£> (J. Hotorocyl ic C 
horn.. 2 7#. 1 39 3^-i/. 1 990$) (C<J:<i>Si©<D<fc 5 (-1B8) (C 
TJDiU -3 0°CT?3 05J-rate«k^0 o C-(?2^P B 1«»Lfc. »8(5 1 5«L), * 
(3 6//L)tiJ:tff h7tKP77> (5mL) -CS«?1«J*^X>^-Lfr. 2. 
3 
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-istaa-S. 6-V->7V - 1 . 4— <>*/4r> > ( 1 • 3 1g) $f h7 
tKD77> (5mL) irS^L-CKJDtafCiD*. %l*T*2 05)WHgttLfe. 1 
NTKiUb^-h'J^A (*»)£) (1 OmDJO'CT'M. Kl£i$j£l N*iHb*- 
KU^A (3x i OmL) "C-jfe^L*:. *>'J *^*iiLT^M^aiiL, 3 
JS$£@-r-5i:, 2-^OP-6-y^U-4- (2-> K**>:7x=;u) tfMS 
(0. 7 2 g) *<^e>*tfc. 

/<— hB: h-IUX> (5mL) Kjgjb* Lfc 2 - ?P E- 4 . 6-S?>h*->T 
(348mg) TKSHb^MJ^A (180mg, 6 0%»4») £UD*. 
fc. EJ6«j£M£-C'5flfigg#L. /<— KA(D^flg«J (352mg) $HDit4 
B*PfSi*D&it3SLfc 0 S.^^M&^yrlWL. * (20mL) £tf>o<yiflD*. 
fc. l^$»ixf;i, (4 OmL) -CttajL. CttSI£iiLrSIS-r-Si:*ife 
<BS& (5 3 8mg) tfft&Jlfc. SSStfci: LTitKx^t,/^*-*!/ (3:7) 
SffllV ffl4f£«J0y'J*^Q7 h^^^f-^ot. N- (2-^n^ 
-4. h^ri/^i— ;U) -4- (2-> h^>7i3) -6-^^)1^ 

-2-e'JSv>75> (7 2mg) *<#C»ttfco 

H«<D7?^IC«feysa<b^«3Siai!iLfc. CI-HRMS C 2 2H25N303Br 
t LT0>ft#fiI (M+H) + : 4 5 8. 1 O 7 9 2 8 . Igfflffl : 4 5 8. 1 07 
3 6 3. 

gj£gl25 

N — [2-^P*-4- (1 — JtyjUX^JU) -N-XfJI — 4- ( 
2. 4. 6 — h 'J > fJl/7i-;U) - 6 — 2 - tf 'j S >T 5 ^CDlSSi 
/<— HA : 2-^P*> yfl/>(1. 4 9 gh $H»X— r^(4 5mL). *5 
•fctf t-^'J^A (1. 5M. 9mL) t-7 8lteiO»|IWUtL. $2 
«X— t^U (1 OmL) lCjg^Lf-2-^PP-4-pt ^;ueU 5v^ (64 

3mg) SJ5«S*-3 0^C-ei. 5B»M*U BB(3 8 6|»L), 

* (23/iL) 6*tff h7th'P77> (5mL) Lfc. 
T- h^fc KQ75> (1 OmL) |C*6*Lfc2. 3-v*PP-5. 6 - V*>7 



Patent provided by Sughrue Mion, PLLC - http^/www.sughrue.com 



(53) 

4-^<^l/4ry> (1. 25g) ^Rftrnzta^ JfclvC 1 5#RS]®i* 
L. 1N*gftth'J'5A (5 0mL-C3lsI) &J$U $£8L. &JgLf=. 588 
«i:Lt»Sif^/^> (1:9) 3a±JS8ja>V' , J *>f;U? P"? 

Sfe©@*iLT2-i'aa-6->f^-4- (2. 
4. 6- h'J>?JU:7x=^) tf 'J 5 V > (O. 9 9 g) A<lf>>*tfc. 

/<— KB : /<-hAt^W:4)Stt(7 4 0mg). 2-^Qt-4--fV^ 
Pfc';U7-'J> (7 07me) fc^l/X^L^^Y =1— )l> (4mL) $ 1 B»|HUB 
^XfJI/ (3 0mL) (3 0mL) iZjgj^Lfc. ff£#8l 

U P&X^JU^I N*K<t-*" h'J^A (7Kj§») (2OmLt'20)t!^U 

$£«ursjsufco *««&lt*bix*;u/'v**:/ (1:9) zmiK fi£ 

tfmo>is>)ti>f)\>'?a^ h7?74—&fTO t. N — [2-^0^-4- ( 1 * 
f)H?;W 7i-« -4- (2. 4. 6-h'J>f^7i-;H -6-** 
;i — 2 — tf 'J 5v>75> (5 5 Omg) tf&h>frtz» 

/<-hC : /*-l-B<D£j«&£ffll^ HJgffl|1fl)/«-hC<D«14ltH«a)7J 

^lc«feya®^b^$ilSlUfc. 5tffttf-*r<I : C25H30N3B r t LTrofrSte 

: C. 66. 37:H. 6. 68;N. 9. 297. Hfflfil : C. 6 6. 3 9: 
H» 6. 64 ; N. 9. 19. 

gjfi«26 

N- (2. 4-v?at7HW — N— X^JU— 4 - (2~>f Jl'f t7i- 

jU) -6->^U-2-fc?U 5 v;i/T5>o)iasa 

nmm2so>£.tfitotm&o>-X}&T-* ssnt£fc£isgtLfc. ci-hrms 

C20H20N3SB rft»l (M+H) + : 49 1. 974467. SM : 49 1 



9 7 4 7 7 0. 

Hfi£gi2 7 

N- (2. 4-v?ai7i-JW -N-X^U-4- (2->f^Xi^-^ 
7i;/H -6->f^-2-tf l j5y>75><DaS 
fgJS0>l2 6<D±f£$l(7 4 Omg). m-? P P®3cm#&(8 5%. 609m 
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g), tS*lft&1b**ls> (10mL) SSSt1 8ttHHtttU 1M 

4 0mD fc«fc^taiommK^- kuoa uomoiaica-iES-fer* m 
mm*&s&&®Ltz B mmmt LT»ixf^/^^> <i : i> & 

£.J&to<Dis>)*7)l'<7a^ h^77-f- £fT5£. Sl^«9 (473mg) A< 
f#e>*tfc„ CI-HRMS C20H20N3O2SB r t LT<Dfr£fiI (M+H) + 
: 523. 9 6 4 2 9 6„ fSfflfit : 5 2 3. 966054. 

gjfijWg 8 

n — (2-^n^E-4- ( 1 ->^;ux^;u) 7i-;W -n-x^u-4- ( 

2. 4-^OD7i-;H -6->5 1 ;U-1. 3. 5 - h 'JT V>- 2 -7 5 

/<— KA : JHt^JI/Ty*^-**. (3 0 0mmo I. X— T^Ht>3M. A I 
dr ich) N2T, -2 0tt. CH2C I 2 (3 OOmU tpto&iti'T 
> (12. 9g. 69. 9mmo I ) (DS&lCSgTLTMxf::. 0#T? 
87U:. -2 0°cr-4. 5*NL fiH*££(fr=. EJ££££- 1 5°ClUTlC$fl 
8>Lfcjb<k» * (3 6mD ^j&TLTflnx.*:. SJ6;1^«a^S(cLfc. £l£ 

iBdmi-aai^y^^^A (4o g ) £ao*.. i^jstSLfc. sisaMsat 

j§LTX KM e>y-r*fc» Sfe<DlH* (1 I. 0 6g) 3b<«lot=. ca>&s 
777ya^D7H^77^ (CH2CI2. *>'J*> Sfflt^TSSl-r^i:. 
6fe©IfttLT2, 4-^PP-6-yfJI/-1, 3. 5— MJ7^>(7 



4 4 g) J&<J|X^6 

/<— KB : 2. 4-5/9PO-6-/fJb-1, 3, 5-h'J7y>(3g. 
1 8. 2 9mmo I). ^-4--f V^P tf^7-'J> ( 

6. 07g. 25. 07mmol) % J?U tf^UX^JUTS > (3. 2 

g, 2 5. 0 7mmo I) N 2 T, (6 0mL) ICJS^L. 3B# 

CH 2 Cl2. v'J*) $fflUTSia-r*i:. 2tBJ3<*>;fcfc LTN- (2-^aqE- 
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4-< v^Dtf;u^i-;u) -n-x^i — 4-^po-6-j*^;u- 1 . 3. 

5_ h'J7v>-2-75> (4. 5 8g) *<1|R*6 8 fcttfc. 

A— hC : N- (2-^0^-4-^ V^Otf JU^x— JU) -N-X^-Jl/— 4 
-^7 P D - 6 tF^U- 1 , 3. 5- h'J7y^-2-75>(3 70mg). 2 
. 4-V^DQ7i-MvP>B(2 10mg). f h7« ( MJ 7 x X,Mv* 
?-f» /^V^A (0) <5 0mgk 1 MStfi"*- h U ^ A*S8j£(2 m l_K X 
,JU (0. 7 5mL) fc.tL^'O-tf > (6mL) a>S^&£ 1 OB$R3a3SL 
fc. #fflLf=g£1fc£lfilx^U-C-*MRU *Jf£P**Lf::. =&8Hf£**J<fctf 
Att*"C*»L. SBSL, HST-SJeLfto 5§i8l;-«tLTilFKx^U/^4r-y-> 
m (1 : 9) SfflLV ffi£Mfifc1$3<Dv'J;fcy/U/;P^ h ^ 7 ^_ ^ffofco 

U E»X— T;UX?t&3fcfcLTl£fe(DlSS£ L7c(8 2mg). 5c&#tfrfit: C21 
H21N4C I 2B r tLXtonU®.: C, 5 2. 5 2 : H. 4. 4 1 7 ; N. 11 
. 67„HaHfii:C. 52. 7 9 : H, 4. 3 4 ; N. 11. 40. 

gjE(H2 9 

N- (2-^0^-4- (1 ->^;ux^ju) 7i_jH -n-x^;u-4- ( 
2- ( h'J 7JUj-P>t*PJW 7i-W -6-/^-1. 3. 5— MJTS?> 
- 2 — T 5 >CDI9S 

HJ60I12 8<D±fi£«3tP<fa)^jSl?. SS<t£1&£i98L*:. CI-HRMS 
C22H23N4F3B rit LXtoftM.®. (M-fH) : 479. 1 058 1 8. $1 
ffi: 479. 104501. 

gj£gl3j) 

N — (4-v?>^;U7'S / -2 - (MJ7^tQ>^l') 7i-W -N-X5 1 

;i — 4- (2- ( MJ 7jua*a>?ju) 7i^) - 6 1 . 3, 5- 

h U7v>- 2 —7 5 ><DiS® 

22H 2 lN5F6t LT<Dtt»{a : C. 5 6. 2 9 : H. 4. 5 1 9 : N, 14. 9 
2 e mmm:C, 56. 14;H. 4. 53;N. 14. 87. 
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gjgg[3 1 

4- (2- ( t- 1) 7)1* a* 7)1,) -2. 5, 6- h'J>^;U-7- 

(2. 4. 6- MJ^^U^xXJU) -7H-k'DP [2. 3-d] tf 'J S V? > 

4-*DD-2. 5. 6— MJ/^-7- (2. 4. 6- h'J;<^>lb?x — 
;U) -7H-ePP [2. 3-d] e i JSv>(4 2 5mg. ^ttHW0 9 4 
/1 3 6 7 6lc33(t-5Y. L. C h e n ICJ: SgB«G>J: 5 > 2- ( h 'J 
T7;U;fD>^U) 7i-JU*a>8(3 10mg), f (h'i^i- 
X7-f» A^v^A (0) (5 0mgk 1 MKSt h'J-7A7KjSjS(2mL). 
x£ /— (0. 7 5mL) *>«fctf'<>-tr> (6mL) 0>;1£1&£ 6B*Pi3S35L 

<b^hy^A*£fcfc<fct;&£7KT?jfej*U MSrSISLf=o 
LrfflFilX^U/^+-y->S (1 : 3) SK(5£j£1fc<*>*>'J *^U"!7 O 

•7 hy^37-f — £frofc. *7XtLraift^#^(3 0 0mg), *gg 
ib^ti-CX-^^tS^b-rSt. §fe£l 7 6. 5-1 7 7. 5°C0>IS&A<f#£ 
tltz. 

5cif§tt*rfil : C22H24N3F3tLT(Dtf«<i: C. 70. 91 ; H. 5. 71 
; N. 9. 9 2. mmm. :C. 70. 69; H. 5. 72;N. 9. 84. 

mmm3 2 

6- (2-) -2->5^l — 9- (2. 4. 6-h'J>f^7i^) -8-7 

/<-hA : 4. 6-y^aO-2-^f^-5--hne i ;S-y> (10g. 
4 8 mm o I ) JDMSO/* (480ml/48ml) SgL^T2. 
4. 6- h'J>f^7-'J> (7. 43ml. 52. 8 mm o I ) $3 O^ICt? 

fcoraatsncfcySTLrte^fc. £JSBj£M£-ei 8B*r,sHg#u atfiLfc 

• a£<D#»J&<6 0 0m I fC&^&£T?@i*£*T?ife^Lfc. 7'J3-H 5 0 
ml tfcy. *1. 5>)v hJUfc«fcl/fiS#D&ig*1 0 0m I T?#»iL» 
I/>4X1 OOmlT-ffltbLfc, COM$«ySL. *£ U <D&i&$temLtzo 
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. ffiS<D@f*:lCOU-Cv , J*'tr/U (350g. 9 7/3<7>tgfk-J { ^L/>/> * J 

-M h^77^-Jff?t. BfMOHfe^SM^ 10. 53g 

(7 6%) A^f>*tf=o 

'HNMR (CDC 1 300MHz). 612. 23 (b 

s. 1H). 10. 6 0 <s. 1H), 6. 9 5 (s, 2H). 2. 3 4 (2, 3H). 

2. 3 3 (s. 3H), 2. 16 <s, 6H). 

/<-hB:t^->M'J> (2 0mL) <t>®/<- hAt^b*lfc±«% (1. 

50g) fl>j§j8E^9 0°ci?3 5»raJnSftLf=. aaa>*^i>^t'J>«>/^u^* 

t5fe0>@{* (1. 2 9g) A<^P>*t. C*t^SS"r*-tnf<?R«>SlSICffl 

/<->C : /<-KB1?llt»^fc±^ (1. 2 3g) **$J— )V (3 0mL 
) tS*Wm (1. 5ml_) ©JBdKll=**»Lfc. C<D0 o cr-0)5Sj«lC»t» (0 



7 8g) sao*.. a*»s*raatu, *i»-5 2. 5^p B ija35Lf=« s*ta (o 

. 78g) J5J:lflMI (i. 5mi_) &2t>\ztiaz.. «35^*€>IC1. 5l*Htt 

8ifji//^>ai : D fcty. s?7sy eus^xpn* (o. 56 g 

/<— hO : mt**\s> (lOitiL) tpO)/t— bCT*'&Z>tltz£tf&li (O. 5 
6g) *>J:tf5 0%#&*S8j£ (8mL) © 2fflg^«8l=. * (ImL) 
ffie-^-hU«7A (15 2mg) tommZftT LXta itfc. 3 O 4rlH* L < ftttt L 
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-*=f-)\ — 9- (2. 4. 6- MJ>?^U:7xx;U) -8-7'tF^ >l J > (O. 5 
Og) tf^fctu ZH£fSSrSC£fc<*©KJ6l=ffll**:o 

/<-hE: 6-^PP-2->f;i — 9- (2. 4. 6-t»'J>f 
) -8-7*f^UX450mg). 2->f^i-;^Q>8(2 3 4mg), 
f (h'J7i^ta7 0) /^V^A (0) (120mg). 1 

K^h'J^A7kS;"«(2. 6ml_K X*y— ,/U (1. 2mL) fc«fctf'<>-tr> ( 
8mL) ©S^«J^ 2^1335 Lfc tt ^h^X ( h 'J -f » /< 

=7isr7l* (O) 5 0mg^$f>lCjD5l. SdKl^— &335Lfc. 3fr3)LfcM1fc 

2%>*/— u ft yji^n*? h^^-f-Sff-afc 

0 Hfe<D@tt£LraS<t£1«JA<^S>4x(3 6 4mgK x-^U/Sa&x-^jU 
^IgSU:(2 15mg). it^14 0. 5~14 1. 7°C. 7cf§*Mfrfit : C 
2lH2lN5iLra>fi-#<S :C, 73. 44;H, 6. 1 6 : N, 2 0. 3 9. 
SI 

SHE :C, 7 3. 23;H. 6. 22;N. 20. 35. 

9SB5gl3_3 

6- (2, 4-v^aQ7i-JH -2-y^;U— 9— (2, 4. 6— h'J*^ 

mmm3 2<D±^tmm<D^mx^ M<b£to£issLfc. ifcjsi 6 6. s 

~16 8. 2t, TcSfctttffil : C20H17N5C I 2* L.T(BH-S:<£ : c - 6 0. 3 

1 : H. 4. 30:N. 17. 5 8„$aiI:C. 59. 7 5 : H, 4. 40: 
N, 17. 33. 

gjB5gj34 

6- (2->fJb7i-^) - 2 - > 9 - (2 Q P- 4, 6-^J*h 

*->7irw -8-7-tF^'j>a)iafi 
n«6«ii3 2(7)±fig«jts«a)73^-e. aa<t^-«a$ias8Lf= 0 it&i 72. 9 
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-1 7 3~8°C e 5cX*MHB: C20H18N5O2C I tLTOtHI: C. 6 0. 
68 : H, 4. 58:N. 1 7. 69„I£8HS:C. 60. 1 8 : H. 4. 54 
; N. 17. 38. 

mmm3 5 

6- (2- (MJ7JU3j-a>?-;U) 7irW -2->^JU-9 - (2. 4. 6 

-13 9. 3^C 0 7C^«ffil : C21H 1 8N5F3^ Lta>H-S:fiI : C 6 3. 4 7 
:H, 4. 51 ; N, 17. 62. HSIfiE :C. 63. 41 ; H, 4. 51 ; N 
, 17. 6 4, 

gjgg!3 6 

9- (2-^0^-4. 6-V> h+v7i-JH -7, 9-vt h'P— 2— > 
5^u-6- (2- (MJ^tf-ny^JW -8H-7"'J>-8-t> 

cd tag* 

/<— HA : >0-fe*> (50mL) *©4, 6 -S?* D □ - 2 ^U- 5 - — 
hP tf 1 J 5i?> (3. 12g. 1 5 mmo I. j. Chem. Soc. 383 
2<—i>* 1 9 5 4*f ; 6 7 7 "C— v. 1 9 4 4#) <t 2 - ( h 'J 37 JU^ 

Opt^-yU) — JU7f?P>& (3. 42g. 18mmo I) ti:, 1 MStfit h 
•J^AtKjSjS (20mL) fcitff ( h 'J 7i-^X7^ » 

T?>s4f-+>->S2 0%fffixf^) ic«ky. g*f*feG>@tt£LT4-*pp-2- 
> ^;U- 5 -— hP- 6 - (2- ( H'J^;U^-P>tF^) -fcf'JS^ 
>(1. 9 O g) &m**ltzo C I h;U (M+H) + =3 18. O. 

— KB : v7f4r-*J-> (9 0ml) 4»0>/<— H AV&£>*ltz±tfiVi (2. 8 9 
g) t2-^aiE-4. 6-i?^ h^r*>T-'J> (2. 59g) tv-fV^Ptf 
;HfJl,7 5> (1. 8 9ml) tf-SS^Lfc. TfrflJ LfcSjSSr^U-^Hl L 
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) £tT7£* ttfe©7*JU7T*.HH*4. SgftW&tlfe. R»If^/I-f 
;U/55fi&X— 7Jltft*&JIM-r&&. SfcMM 4 6. 8-1 47. 8t:<D&fea>@ 
tt<t LT4- (2-^Pt-4, h*y7i-W 75/-2->f^ 

-5--HP-6- (2- ( h'J ?n~J-PJ<^L<) e'J S v>3. O 

8 g^b*lfc. 7Cfft#*HS: C20H16N4O4F3B ritLr<DttSC(B : C. 4 
6. 80:H. 3. 14: N. 10. 92. HfflfS : 46. 76;H, 3. 

1 5 ; N, 10. 7 6 0 

A-hC : /<— KB T?i#t> *lfc±j£1«J(2. 8 4gK »^yt»(5g), fPK 
(7ml k &&lf**y— )\> (1 0 0ml) tBS^BsfciSSS Lfc. t I c U:«fc U 

BMW- MJ U afiiSU S3g-ej8«Lfc. ffife<D@<*^Kx^U= 

c<D^j«*mKK^- hu -7^*58^1? 2®^ Lr^-ea«-ri> 

t. gfeffii<*i:LT5-75/-4- (2-:*P*-4. h+v7i 
=JU) T5/-2-> i f-JU-6- (2- (h'J7^tD>f;U) - tf 

»J5i?>1. 8 4gA<fbtl. Z*t^aS-T*-i:'S</<-hD|Cfflt^=. CCD 

^ao-aJSKKx^^u/^^r-y-^sA^ses-r-st. £fe<D@<**M§**tfc 

o C I 7AX^f KA> (M+H) + =4 8 3. 1. 

hO : /<— hCT?^f)*tfc^fieia(2 5 0mg), 93Mh 
JUX>jgj$2. 7ml). *Jj:t;«£«hiUX> (6ml) ©It«5$3 0»iaa 
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tlc (3/ibhwv^^s) iz*y co>s±^*«s-rsi« a* 

£2 5 5-2 5 6°C<D@#£ UtSe^«9 (12 8mg) CI- 
HRMS C21H17N4O3F3B r i<t LTOti-SfiKM+H) : 5 O 9. 044. 
§185*1 :509. 044742c 

9- (2-^0^-4. h**>:7xx;i,) -7. 9-vtKP-2. 7 

-i?>*Jb-6- (2- !>'J7;UtQ>f-W -8H-^'J>-8- 

7th> (5ml) 4>0>llffi^3 6<D/<— hDT?f3£;TLfc£j3i& (10 7mg 
) IC, t»3fcfl>7jCiHb* 'J OA (2 4mg) fc«fcr/3'7<b>^ (O. 0 2 7ml 

(1 5m 1) fc«fct;i&la^b-^ K'JOA (5ml) ICjg^L. C*t£R& 

s-c- sag-rat antsy. ;:*i£x— r;u-c-issib£i*fc. x— T^e>s«s 
r * t , 1 9 9 ~ 2 0 o°c<Dm-&o>&&temftt utsifc^ ( 7 4 m e 

) tf^ftfc, 5c^»«Tfil: C22H18N4O3F3B r-\£LXO>ttUm: C. 5 O 
. 49 ; H, 3. 477 ; N. 10. 71. £g$MI :C. 50. 8 1 ; H. 3. 
5 8 : N . 10. 34, 

gfgg*3 8 

9- (2-^P^-4. 6-^/ h+->7i^) -2. 8-i?J**^-6- ( 
2- h'J^^ay^JU) 7i3) ^<J>®98 

«<t>5=-L/> (4mL) 4>05|gli£fil|3 6fl>/<— hCr*#e>*tfc^fi£1ft (2 0 0 
mg) fC. v^-^F-y-> (O. 5mL) tS&lf*)!' hffrM K (4mL) *P 

4M<D^b7K^^ttJ^.fco SJCS^BS^MSTM . 5B#ia««SL. 3fctv<?. fi&fQ 

metis* HJOAic&JiaL*:. z(D;i^l«j$^b>^^>-e2[aiaaiL. 

o 

::<D8jfC£*S/U> (2 0mL) t&tf. -££3SLfc. 3fraJL7=;1^8j££ 
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— T)\,frt>2®nmg,-T&t* 8^1 49-1 5 0°CO>m&0>&&t LTlIfc 
#«3Ji<^f>4xf=(7 Omg). 7cSttt*T<S: C22H18N4F3B r 0 2 i Lr<Dft^ 
fiS:C. 52. 09 ; H, 3. 586 ; N. 11. 0 4. £g£HI : C. 51. 7 
8 : H. 3. 6 4 : N. 10. 9 4. 

9- (2-"?D^-4. 6-V> h + i>?x^JU) -2->^^-6- (2-h 

(10mL) 4>(Dflli£«3 6<7>/*— hCtMi£*Vfc£/£& (2 5 
Omg) *><fctf 5 0%f*BbK5S;£ (4mL) l=, * (O. 5mL) 4»(&Sfi3&-*- 
MJ^A (4 Omg) <D»j$£;STLTljn;L*:. ;1^«S*MST'3 0^ra«lf L 

ffc#U ^LTESSJe-r-Si:. Sft©i»i:<Cofc{2 3 5mg) 0 *fi- 
■t^UA^SISS U ^tx-C?KKx^;i,-^^>Axc,IHS«'r-Sfc. I*£1 5 7 
. 8-158. 3 o C<Z>*Bfe0>@# (1 3 Omg) i)<&Z>Htz. 7C^##rfiE : C20 
H15N5F3B r 02«h LT(DttS:fii : C. 4 8. 60; H, 3. 069 ; N, 1 
4. 17. Hfflfii : C, 48. 77 ; H, 3. 1 5 ; N, 13. 98. 

gjjggUO 

9- (2-^Q : E-4--< V^ae;U^x=-|U) -2-*?-;U-6- (2-h'J 

Hi£«3 9<o^«i4ji:©fiia>7jair-. m&it&tozmSiLtz. 14jSi 52. 2 

~153. 2«fc. 5cil^«fffi : C21H17B r F3t LrOttSffi : C. 5 2. 9 
6 : H, 3. 607;N. 14. 7 O. 3£3M£ : C. 52. 9 5 : H. 3. 52 
; N. 14. 6 5. 

gffigK 1 

9- (2-^0^-4-^- v^atf;u^x^u) -7. 9-vtKP-2. 7- 
S?>^;U-6- (2-hU7Jl,tn>fJU) 37x-;U) -8H-^'J>-8-t 
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/<-KA:f h7tKD77> (20mL) 4>«>3lififil3 6<D/<— h At^S) 
*tfc£j*«rj (1. 9 g) £2--?D^-4— f V^PtT;UT-'J> (1. 5 g) 

8fea>l£g±: LTi5rM0!>£»««J (2. 6 3 g ) jb<*#<t>*u Zti&t- KBr-HfS 

ffl^fc. zaj^isro-aiS'f V3fp/<y-^t>nes-r-6t, at^i 45. 5 

~14 6. 5^C0>eiSfeJSai:Lr4- (2-^P ; E-4 — fV^P^I/7i- 
JU) 75y-2->f;U-5--hO-6- (2- ( h »J ^ ^-JU) ?x 

=.;U) fcf'J S^Vtffifctlfco 5c$t#*rfiS: C21 H18N4O2F3B r I tLt© 
ft£ffi:C. 5 0. 9 2 : H. 3. 6 6 ; N. 11. 3 1.$i)|:C, 5 0. 
9 1 ; H. 3. 5 5 : N. 11. 10. 

KB : (50ml) tpto/t— h AT-&h>*ltz±J&to (1. 0g 

) IC, *(50ml), a7>^-77k5Sj8l(3m I), fc h 'J 

(2. 7 8g) ^Ba*ttl^.f=o IST'3 0^|!iiaffLfct. SE&;1^«5^* 

2 5%Mxf;k &ive^*-9->S4>5 o%R»if;i/) £fTd£. 0tfeA<^ 

o/ififeOO&l&i: LT5-75/-4- (2- , ?Pt-4-'f V^n^xZ 
^U) 75/ - 2 6 - (2- < h 'J ^UjJ-P / =f-M -tf'J 
Si/>A<^b<lfc{3 50mg). 'HNMR (CDC I 3) . 300MHz) 58 
. 57 (d. 1 H. J = 8. 8Hz). 7. 82 (d. 1 H. J=7. 7Hz) 
. 7. 63 (m. 3H) . 7. 42 (m. 2H) . 7. 24 (m. 1 H) . 2. 
87 (m. 1 H) . 2. 83 (bs. 2 H) . 2. 59 (S. 3H) . 1. 26 
(d. 6 H. J =7. OH 2) o 

/<— hC : /<— hBT!*#C,;h.f;:£fiSBJ (200mg). *^-tr>(1- 93Mh 
;UX>jgj£2. 2ml). oS«fctf$£*£ H)UX> (6ml) G0;1^13!l£ 2B*RS1S35 
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B»tLT9- (2-:?n=E-4--f y?atjpi-iW -7. 9-i?tKa 

-2->^;U-6- (2- HJ 7JU^-P>^;U) 7x=JU) -8 H-^'J >— 8 
-^15^^(2 5 00,6). Z*T.^«5S8f -5Zi^</^-KDfZffl^fco iH 
NMR (CDCI3) . 300MHz) <S8. 1 7 (bs. 1H). 7. 83 < 
d. 1 H. J = 7. 0 H r ) . 7. 1 5~7. 7 (m. 6 H) . 3. 00 (m, 
1 H) . 2. 67 (s. 3H) . 1. 32 (d. 6 H. J=6. 5Hz) „ 

/<-KD : T-b K> (5m I ) «*>(*>/<— h C1?f#^ttfc^«i«J (1 7 4mg) 
IZ, t&jfc<D*K<b* 'J O A ( 3 9 m g ) *i«fc 3 ^b* ^VU (O. 044ml) 

sunitfco sjB;i^«s^MS-c-3Kr B ia»L. *uT-s£-c-sigL*:. 

(2 0ml) fc^l/SSfjUglb-f-MJ^A (5ml) l=?g*L. CtlSRSH 
^^■e3(aH*ilJLfc. •&t>-t*fcttttlja^K^-h , J , 7A^«L. »iILTK£ 
-eSffLfco 6fea>@ff^fi!c«8CD->'J*>f;U^P7 h^77-f- Cv#"^>«+ 
3 3K0iXf;k *l^T?^4r*>fll«t»S 0%B8lfJW £fr5£* @#1 5 

~ 1 6 4^C<Z>{3fe$£Stt@<*£ ItiiMl 0 3mgfi<fbtlt. TtmftVf 
M : C23H20N4O1 F3B r LTCOtrSfil : C. 5 4. 6 7 ; H. 3. 99; 
N. 11. 0 9. Hfflfil :C. 54. 71 ; H. 4. 09: N. 10. 97. 

2- ( h 'J 7^tQ^fW 7i-J^O >K 

-7 8°CT?0)$£iiTH F (150mL) tp(D2-^P ; E- (h'J7^D>^ 
^U) *>"tf> (1 8. 2mL. O. 1 3 3^) £8I#L. 2 5»lCt?fco-Cn 
-■^U'J^A (2. 5M^4F-9">Ji5Sja6 OmL, O. H7fiH £*TF 
LTttljlfc. *»*-7 8WlB«H«ttU *1^?THF (5 OmL) 4»<D* 
h 'J -f V tfJU (3 7mL) £- 7 8°CT? 3 O^lwt^fcoTaT LTflO*. 
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ttaaiitt^l NigKT?pH2(DK1±t L. x~rjU"C2[a»liiLfc. ^frtffctt 

20. 9 5 g ), *.frt>2\sinm&-f&£* m&o>m&t LT£gnb^«ja<#t> 

ftfcO 1 . 3 5 g). 

watt 

JUTlc. SfW^7'^-feffifflt4fa-r^Ufct KCRF-RIg 

> -;t>^-RNA$t hJSS*^#S6Lf=. (d t) 12-18$ 

IC «fc oTit*gLf=o UbilfcPC RBr#£ p G EM V<D E c o R VSPfitlC^ n- 
x><7U Xho I+Xba I ^ffl^T •€--A^JfA1*I$S±?iJfflLT, * 
-pm3ar (CtUCliCM V ^Qt- *— , SV40' t' X^9-fXfiJ:tf 

O-7-f *A^*tL-5) (DXhoI+Xba! 0>4>l=9 P— X>-?L 

feo - 5 Lt^fc phchCRFR fcO¥tf;h.-&SBSI'<'7 5 2 9 3 E B N A«B 
h7^X7i^->3>L, 4 0 0 u M©/\-f^P7<«»©#STt, xe 

v-A^«^LTLx-5aifla$a«Lfc„ /wyp^r-f ->>i::j:*4»b«>mri:: 

h C R F R 1 h7>X7i^h 2 9 3 E B N Afflfl&£^*Tr<5 

munk<u9 e^Tf-b'fii:. *aa>iiitiiM tsomM^HEP 

EStSflftS. P H7. 0. 10mMfl)MgCl2, 2mMOEGTA» 1//g/ 

i a>T^D^x> % 1 # g / i aa-^<^>fij:tfi // g/m i a)*?-*** 
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-fX-TS. S£IC4 0. 000 x S V1 2#R3S«l>#8tLf::f£. ^U-vh**:/ 

JS^-T-yfe'Tlig 6^x^U • ^U— hrtflfL^ #^i^K0Sai*3 0 0// I 
T-fc*. ^i;M:. (3H&©g»ia£tt 1 O-10-1 0-5mo>OT 

) 5 0 K 125 I -t'Vv-CRF (125 i _ 0 _ C RF) (g*l3£ 1 50p 
M) 1 0 0 u I fccfctfUiriESBBa*^ H50//I eSfflrr&. *t^t?. ^ 

/F7^J^ (^«>0. 3%7tf'JX5 1 U'>'f LTfcO T:2IS-r-&o 

82f£a>#8?£3lix.-C. ffflflSM^<B 125 1 -o-cr Ffg^M8ia£. «s 

iS7^7h^D^7ALIGAND1? [P. J. Munsonfe^D. Ro 
dbard. Anal. Biochem. 1 07 : 2 2 0(1 9 8 0#)] 

C R F(Dlfi^£S'f K i 1 0 0 0 0 n MjfcSS-efettI*. ^OXb^ttS 

C R F -$l|ai±7T : -;^ vfr ^— tf^ttOlflg 

CRF-MSttT^-JUKi'^— -fe*;St4<D8a§£G. Battagl iab 
lZ£&*s1-?7> (Synapse) 1:572 (1 9 8 7#) dlBlfcDil l J KIS 
lfcLfco Ml-Wittf. 3 0#IB % Tris-HCI (37ttpH7 

. 4) $10 OmM. MgC I 2$ 1 OmM, EGTAfO. 4mM. 0. 1 % 
BSA. -< V^;i/>^;U^>5 i > (IBMX) 1mM. ta*fl/7f>+ 
•J — f$250ffe/ml. ^U7f>'J>i$5mM, ^7y*»5' -='J 
>K£1 OOmM. oCRFflOOnM, 7>*^h^f K (MSB 
1 

0-9-1 0"6m) H&lt7iO>m?&nMX'0. 8mg<D*S« (*>/<*©ft40~ 
6 0mg) Stft'5«fji![2 0 0ml4'?. 7 y-fe-f £3tJ£ Lfc. 1 
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mM©ATP/ [32p] ATP (|52~4mC i /g) £35JBJL"Clij!$a L. 50 
mMO) h'JX-HCL 100ml, 4 5mM<0A T P*5«fctf2% K"r'>JWSK 
^-KU^A^aSJDLr^TLfco c AMPG>[3iDl£^E— ^-r*f=«)lC. ttSKDfll 
IC&^C: [3H] cAMP (ti)4 0, OOOdpm) 1 V I £3sfl0L7c o C 32 P 
] ATP^bfl) [ 32 P] cAMPtO^ilt. DowexfiWTJl'Sti^Af 
IKMLTtt Lfco @«K¥I*-S LT 8 0%Kl±-efcofc. 

(in vivo) ^iT'gt'f 

Ift. *«±9WMs*tf«tta#««l*«***i«. *»JiaXt*i**t«-r4«> 
lC^ffl3jfw*tt>fc«J:U:-5-<Dflfero ; E-r;KCOl>rtt, C. W. Berridget 
A. J. DunnO). Si^K^ (Brain Research Revie 
ws) 15:71 (199 0*f) CUSKfttftft. 

o 

|ZBjtJX*l.'2>WO 9 5/3 3 7 5 0<D7Hfc«fctf 8MI-fcl+<5§8jjVC3&£*V£ 
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fcfBKfiJffl-e # -5 £ IS (J|3JE<D t^r *V<0^^IC J: o T fclS-Tr S Z t &X # -5 „ 

ttfitt<DJ&«f=ffiffl-r-S)SMT% **^0){b^«J$-B^yi5tt«»0. 002 
~2 0 0mg/kg«:Ifl)ffll-egQlfi4tSCi:tr-§§. SfrM^aiS^MS!) 

-Bici Ei~4lHl<D»M«=fc^T$fcl4^«titSafflH=te 

l^T. 0. 01-10mg/kg«:iiWfc5. 
fi#l=»fc£SSI (lflfi£1*l> l±. JftttaUfel mg~ft1 OOmgOJStt^ 

. 5%~9 5%05514^)!»<#^-r-5o 

m&mms,tLx8L&?zztt<-e$. -&mnizt>tz^xmm£m&toizisitti 
?z>ztt><*imti3iz>o fzm&m&m&ztzit? * jvj±zi— f^yiT. 

w«-T 4Ci 36<pTfig t § . 
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» fc£tf*pp:?*/-JUfc£<D##&£#WSl**C£*-e£-&o 
BM»4*. A. O s o I KSS&tffc*. 

$>®L<»mi£Li> zf±)\,mt. wMa-y— e— x««tf 9^>*^-b;u=#^»* 

J5ttfi£#1 OOmg, 7? I X 1 50mg, -feJbP— X 5 0 m g &-&7.=r7 

gg 

X275mg, -r 1 1 mg*><fctf7£ I X 9 8. 8mg tr&ofco iSW 
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c ?><D*ie wa>ES^ s -<t^< r±i«b£ ffi-r c £ *><?jsg-e fc 

•5. 
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see abstract 
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Box I Oto«m«ont whm ctrtrin cMmi w found wmmW fCortttfmtfto* o* tm 1 o> Br* ah— t) 



SMWi WpwHMWpwnaMDWMiiwyiaof eQrwq»m>tfwf *r»aeiTiac*)iBH»t 
> — - — y ratia r> sjAfsd maaw not requrod id c* aearcfud &y e*j Alport*, nam*** 



Remark : Although claims 10-13 

are directed to a nethod of treatment of the hunan/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 



2. LJ cum* W0»- 



relate topamcrfliw Iniarruiiori^ Ap<icAJon cto no* ccmp»y wr?> tho pratcrbod r«x^r»»ontt tatuch 



* ^ bocalia may a» dope/went daim* ard art not**** tn acwrdarca t*» *«*«s*s a/** «*td GMtfincoc of RJcfc^aX 



boxu oaservanona wnere un&y oi inversion i» igoong(Corranuation ct ttam 2 otttrss snteo 



1. I I A»aac»qu^a*da»»af**anftra#*M«tkT^ 
1 — 1 itarchatota claim*. 

2. [""I A»aaaeaicha^O*m«couto&«n»«^waiout«w 
— of any addtmita*. 

» ( I A3 omy sorr» o< qm rwyind adaittonnl t»areti teowtrc Omrty pitf fry Pic appttsancgda HUatraionnl 3— 
' — 1 onr/0»daia» tor «rf«*to»«^ 




ten PCTASA/210 <condnua*oo of tnt CM n »{Ju* 1990) 
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